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3 --r;iO , ^tvmj/m^/i, 2~?7Wju* 

> ^ti/u 2- 2 x^/io N 

-fyf7»;u^f^.(«iiB N 3 --f v*TV*) N fv^-^-y-vy 

as 2 \/ y;i/*^;i/) % tf^-y-i/ y ;i/x^;i/ 2- (#*-y-vf 

-try s>/m*-/k 4 - tf y *;M^;i/) s y^x^/i, (0S;ta N 2 -try 
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sec-rr^M-*^ t.rt-^ m , n-^>****j, % 

*mmm+. r tt7mWjnt|l( ******** 
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>;*dd^;k ^;^Dx^ HJ7WDif;K S^dd^^k h 

>> MJ^D^W^, i>7**Dl^;t*^ 

< fix > 0 ? ti% 0 

IB r 77ji/ + ;Vj , fjlB ^rD7'J-Jh % buHB r^ ?D7 ^ ;1/7; ^ ;1/J ^ 

25 7?7A^x;k ^x^r^y ^tfx^^tf^tf b < 7 

= y *;i/7j?x:;i/ N #j|/j|?-;k y^;i/7UAMx^isf yj, 
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IB rAfn7'J-*r***j s Sfcttf&IB r T >>;i/j x l *fett2«3f«±« 

^ D ^^^ <ft«7;i/*-=;K ^^t;i/^»;x>, tFD^^ titer** 
)\z**i/ s ^^*7K titer »*)),<?■#, /\D$r> s - h i^7A *;v^ 

R 1 ^ R 2 s 43 J;^R 5 fc fcf** rtnsnTMt*i^ft«7^^/j 

x^x%^titer)V**^t A C^iniMHTIi, ^d7;v^;k & 
K to*?***?** -hn N J/7A */ni?*2/ N to*?*** 

fr*^**^/!/, ^Dfi|7^^ ^Dfi»7^/^*i|ri/ 4 ifJfcSftT^ 
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7fr-;K VT-VJ, 7^& s c? tlT l^T 4> <fc V> "i? b -f Kn =N-0 {-T 
/ad^> s - hn, >>7A *;i/7j?dp$/, &WlT)1 ;u N ad 
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ZtlT^Xb £.1,^7 7 jg,1&T))s*))/Z P7-V 7, 

— N = N — (Mg|£ftT^Tfc ck^x"^) > $ fcttg&£ftT^T * 

M&£*IT^T 4> Jc^T- $ 7 N Bm^ftTV^fc «fc^7 * 7 y i; - 

;K AfD7'J-;K — N = N — (7xr;p) S#3Sfcf&ft 

7x-;i/ N 4 - n -*^5 L ;i/7 x = /K 3 , 5 - 5> - t - 7*^71/ - 4 - t K D * 
^^-^K 4 + x = ;K 4-7WD7i-iK 3, 5 - $P ^ 
D d 7 x -;i/ N 4-3-( { 7i=;K , 4 - f ij7;i/3TD^f;V7x-;K 4 - ^ 
^;i/^^7 x-;K 4 - 7xrM^>>^jl/7irjK -7 4 - -f 
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&n*o u < its nmmmBfrt,miRishz> 1 w±©«»asfcj: 

u7fr*)V^ tFD^i/, r;i/^;i/^-^rS/ N ;\ny>, Mr** 

SMC : t Kd*X 7)V*)V. ^ntt7Ji/*;K 

&mr » jbfrtf-)),^ t ))/ )\s # is ^ mm^nx^xi> £^7- 5. y N 

IISI (W^S, ff7tFn77-;K l, 3-y**yy^ N r, 4-$; 

*^>-;K KDU^flf) fc«-&U -f >4T-/p N 1, 2, 3, 4-f 
tFot7H>, 1, 2, 3, 4-rh7kHD^;iJ> v 2, 3 - V fc K n 

[ 1 , 4] y^-^>>>, [l, 3] y#*y-;K 2, 

D^>V"77>, 2, 3 -S?t h*D- 1 H-W > H-^*^J5SUT*«t^o 
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mT)\/^)v, &mT)i>r-ft (mz\x s =ch-ch 3 ) s umT^*-*, t 

y 7-5/ ;i/ (0J^.a> ^D^> N -hD, ^^y^T-H^^tlT 

ury-;K g&£*iT^T&<kv^7 i D;py-;i, (#mi, 2-br.ys>/K 3 
-trys^w 3-9-x.-n, s 5 -^;nf y s>>- 2 --ok 3 

-*yy;K 5 -^naft7x>- 2 --f 5 - zru^r*7 x >- 2 --f 
;v) ^ T^^dp;!/, =N-0 (-T>>;1/) W^tf £>*i,3 0 

»$b<(i, ejftsntuTfc < fc^ffi»7 , /i/*;K &m7)w-)\,, i&WLTK* 

XMc&tf-s r.fi$j l t^T*J;^5lATD7iJ-;i/j (DWWk&t 
I^$ntiMtJ;^fia?;i/^;K *&ATK>T-h (m%.&\ =ch-ch 3 ) s 

2 - tr y y 3 - tr y s>;k 4 - e y 2-7>j;w 3 - 7 y ;k 2 
x-;i/ N 3 -^x-;i/, 5 -**;i/tfy 2 --f ;k 3 ;k 
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^ ^^SitIIS^ 77;i/*;k =n-o (-Ti/jv) mifimtfbtiZo 

•fcoTg^ftT^TfcJ^TVl/*;!/;**^ TVl/*;!/^, ^D<7*>, g$g 
SC^^IIR^ftSl W±©g&g£J;oTgM£ftT^T4>,fcU7x^;i, N g 

y - ;w $ & gma^ c £ n * i w±.® mmmz ioTii^t ^ 

f^SiC : t KD*sy N 7;i/^;i/, ;\d^> n ^Dlir;^;!/, #,>i/#*^ s 

{S,m7))/*rfr**i/j3)\'tf-)],, 7)l*r)\s**i/ s gg| $ ft X \> X <& <£ ^ 7" 5 7 N 
ttt\ ;nD-7*> n g&£ftT^T J; ^7;i/3r;K J/^Drj^lK MTVl"?" 

=hD, s^TVs £;i/7p*^ N M7;i/*;i/tf^>£;i/#^;i/ N y\ D <g 
$7;i/*;k ^Dfg$7;i/*;i/:fr^> N g&£ftTux £ ^7 j N g&£ft 

T^T$ck^7:;.y;*7,il/#^;W 7S^K $ ;k t^^^^^, g&£ftT 
7^^H»^i,#a<li, ltttffB»&ljR$nftlfil±®|H 
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B&&S¥C : b kd** a ad«ta*^ 

M7;^W + ->i,M-;K r/l/****^ g&£flT^Tfc ctv^r $ 

^^^J ^ r K^£tlT^T C 5 - C 7 2^ D ^l/* >j N rg^^^ t 

^T*«t^C5 -C 7 ^D7W>j\ rfgi^^ t ^ t ^j. l ^ > ^ >ij ^ 

- (CH 2 ) n COR 4 (5£eK naO~40li ; RMit KD*S^ &MT Jl 
R C R D ) „- 2 « (CR C R D ) *»0~2fl«f*Ci:* N (CH 2 ) 0 _ 2 tt (C 

h 2 ) #o-2«$n^t s (ch 2 ) (ch 2 ) *.i-5«Mr " 
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*««*.*. rji^Mtwarsj tit, n 




l-A 

A l > B', *WX'tt||BI:IIMjHitt*|i 0 || W) 
($ l x@) 
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(f 2iS) 
5 (I3lg) 

* ISI ^ (IX) k7^M# (*-NH 2 ) * % 

.*Ifitt, R^RWM^xg^^ Protective Groups in Organic 
Synthesis, Theodora W Green (John Wiley & Sons)^fc gB«©*S«: fl^ Tn 

25 . -cfcs R B *aa*sj6^#"cjKi»K"r*„ 
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Hal 




X 1 NH 2 (X) 



X 1 — HN-Oe-f A 1 If B 1 




XII 



XI 




l-A 



(11X1) 

* Igtt ^** (X I I > CMt^-lftMAM t 7 5>ii# ( X ) 
i: © * y 7* 9 > ^rgjfc * ff 5 Ifi* * . Bioorganic and Med. Chem. Lett , 10, 
443-447 (2000){3iBig©^St^o-rfi : d Z. ^?^^ 0 
(^211) 

* 18B ^ ASiSlSfciio^^^^^ti^^ (I _ A) 



Alk 




Alk 




(Z '*iWA 1 kttflMB&Fiftg) 



.-«5C(I), (II), (III), (IV), iJAWCV) T.«t,*ft« < 
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frj]»±M&m (v^*i">A, *;i/S/«>A<S) s z>^-H7A, 

(Ms £x>R s vw>»> ^>-fc? >x;i/*>i? v p - 

■r**S*«kV»Ji-r**?Stt % «litHD e s i gn of Prodrugs, 
Elsevier, Amsterdam 1985 £b31&£ tiTU £ 0 #88Hb 
£4&jP*/l>#*»>;i/2Ii*#-f **£-B\ * fcfcfc-Sgl&<fb-&fei:j®i5&T;i/=J- 

B\ ^^l/x^JK x^a-x^t^k n-7D tr;i/x*x;K -f y ;/d if 
n - l/^jbx^T^K -f y r^ji/x^x^ t e r t-7f;n^f 

fcffcftSo #$8BJHb£%#t p D^i/jHStt^i^it 0!l3.tft Kd**» 
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F7y^fcbT«ffc»* L^T"^**^ t bX\$s - OCOC 2 H 5 , - OCO 
(t-Bu)s - 0 C O C ! 6 H 3 i ^ -OCO (m-COONa-Ph), - 0 
COCH 2 CH 2 COONa, - OCOCH(NH 2 ) CH 3 , - OCOCH 2 N(C 

h 3 ) 2%#mi £n* 0 *%mte&wr% rxjrn^ 

i:fc«t D MJa^ T 5. FIi#©<);o*7D s> ^#0S5*<*ft*„ 7DF7 
!f^fcLtftC»* H>7$ Ffcltli, -NH C 0 ( CH a ) 2 0 C H 3x — N 
HCOCH (NH,) CH,<f A»ajttf fejxSo 

tttt-fc 7 -fe 5 # <& © T? % o 

7>^tt^^i, jfc^feMii>^ (#tt?tttL va&mw&s «*^jsitt*jfii v # 

«j»©js»c*r"r**j!n (jfo/h Malign so tvxmmLo &o mmmn^-^ 
& % mm<Dmm& & ztz&^mtztt isxtem-r z c £&xgz> 0 

mm®, nm. ar-b^au %M. mmmt^xmnmiz, ^tcit^mm, 
mtewtisLm, ^xmmtLxnmn^\z^t^ztifix^^ 0 ztcs sas^* 

©*»*fc*©«SC3iLfcR»a, iS-^r^J. MttftU *i*R£!l^©gl!l 

#s /SAfcgn-CS-^t*!^ MS 0 . 1 ~ 1 0 Omg/kg/B^fe b , b 
< tt 1 ~ 2 0 mg/kg/ BTr&-5<> 
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5 Me : ^ 
E t : 

n-Pr : n-7D t!;i/ 

i-Pr :-fV7D tf;i/ 

c-Pr : i/^D7D fc°;i/ 
10 n — B u : n — 

i-Bu : -f y 

sec — Bur sec — 

t-Bu : tert - 

i — B u : «f V 
15 n - P e n : n -^>^;i/ . 

c-Pen:i/^D^>?-;i/ 

n-Hex : n-AJf>>;i/ 

c-Hex : is i? ))/ 

i — H e x : -i va^>>;1/ 
20 P h : 7 i - ;i/ 

B n : ^>S?;i/ 

B z : ^ > s i ;V 

P y : fcf U 

Th : 5^ x - )]/ 
25 A c : T ± f- JV 

Z : ^>^;i/^-^ri/*;i/^r:;v 
DMF : N, N-^^jl/*;kA7^ K 
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THF :?F5bFD77> 

pyrazole: t!^l/-;K pyrimidine: tT U piperidine: hf^U S?> N methyl 

pt^K cyclohexylmethyl : */ % D *\ 1/ )]/ J. f- )]/ 

mmm 1 it&m (a-i ) 0mm 



o 

1 2 




7 A-1 



(«ixg) 

3',4'-^^DD7th7x;> (1) (5.67g) © 10%^ ^ 7 - D D *;|/A 

(1.52ml) *;&DA**©£#i8*.**-£M-£S#bfeo 

»*u x*y-;i/jc:?i*§$u ^-a-fri/r (2.28 g ) zmtL, 2 BSHSMjiaib u 

£ 3.38 gfllfeo 

J H NMR (CDCI3 8 ppm ): 7.89 (d, 1H, J = 2.2 Hz), 7.69 (dd, 1H, J = 8.5 Hz, 2.2 Hz), 
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7.43 (d, 1H, J = 8.2 Hz), 6.74 (s, 1H), 5.06 (bs, 2H). 
(I2lg) 

1,2,3,4-x l>7t Yvj-y$ u >-2-#;i/#>^(2.og)cD* # y 

(ll.lml)C*afct9»o < & fc*flS^*=/l/(l.62ml)*iDjt. % IfiCt 1 HSffljft 
flS*lfcJ!t*Tf8liit>«L tt£U MSiL ^»(4)*»fti*ttfti: LT 2.29 g » 

fco 

J H NMR (CDC1 3 , (5 ppm) 7.03 - 7.14 (m, 4H), 3.73 (s, 3H), 3.03 (s, 1H), 3.00 (s, 1H), 
2.68 - 2.90 (m, 3H), 2.20 (m, 1H), 1.86 (m, 1H). 
10 (I3lg) 

fl3-&4»(4)(2.29g)©J!fifl3^^1/>(20ml)**fc:, 0°C C X MMib^ X(2.6mlh 

DD^^;i/^5 : -;i/i-7 i ;i/(2mi)*inx.T^S{c:'r in?iig«#ufco HjsS^ 

15 ^ft.K^ffiiffi*©I^«l(5)*ifiipi: UT 611mgWfco 

>H NMR (CDCI3, 5 ppm) 9.94 (s, 1H), 7.59 - 7.61 (m, 2H), 7.25 (m, 1H), 3.47 (s, 3H), 
3.10 (s, 1H), 3.08 (s, 1H), 2.70 - 3.00 (m, 3H), 2.25 (m, 1H), 1.90 (m, 1H) 

(i4ig) 

ig-&#j(5)(468mg)© t-^^y-;i/:7j<(5:l)^?^(ll.lml)C MMmM± h U "7 
20 A(l.l4gK "J >m-^Mi- Y U "7 A(l.48gK 2-* )\, -1-7 J- >(5.7ml)§inx. T 

i[ST? 3o#^si#L7co eis«**c*Wx M^^T-jtbtH tfco 

Om&ya* UT 490mg#fc o c<z>il£4&£ HPLC tt^l -fb-g-fe 
(6)£ 146mg*# tzo 

25 >H NMR (CDCU, 6 ppm) 7.81 - 7.86 (m, 2H), 7.20 (d, 1H, J = 8.5 Hz), 3.74 (s, 3H), 
3.09 (s, 1H), 3.06 (s, 1H), 2.70 - 3.00 (m, 3H), 2.25 (m, 1H), 1.90 (m, 1H). 
(f5H) 
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flj£4&(6)©^ h 7 t h' D 7 7 >(2ml)&$(£ s SIKt*^ U D >J j* 
(20 ml), DMF-»;feil]*TMT« 30 frfili&W l,7Co «ftS£$U )&>7 U >J H © 
J?**if>(2ml)#*Cfli-&» (2) (56mg) s tf »J i? >(16.2 m\)*M X 1 

(7)& fife^jH i: LT 27.8 mgf#fco 

*H NMR (CDC1 3) (5 ppm) 10.70 (bs, 1H), 7.78 (d, 1H, J m 2.0 Hz), 7.54 - 7.59 (m, 2H), 
7.52(dd, 1H, J = 8.5, 2.0 Hz), 7.36 (d, 1H, J = 8.5 Hz), 7.20 (s, 1H), 7.10 (d, 1H, J = 8.5 
Hz), 3.75 (s, 3H), 3.03 (s, 1H), 3.00 (s, 1H), 2.70 - 2.87 (m, 3H), 2.25 (m, 1H), 1.85 (m, 
1H) 
(I6I§) 

-fb-&t»(7)(23.1mg)©7 i l>7t K n 7 7 # J -Ml:l)*Ftt(2 ml)fc 1«€ 

R*iO*.TBMSfcLfco £j$L£&ft£$i&U LT 4b (A-l) 

& LT 18.7mg*#fco 

J H NMR (DMSOd6, C? ppm) 12.70 (s, 1H), 12.30 (bs, 1H), 8.21 (d, 1H, J = 2.0 Hz), 
7.94 (dd, 1H, J = 8.5, 2.0 Hz), 7.90 (s, 2H), 7.85 (dd, 1H, J = 8.0, 1.6 Hz), 7.72 (d, 1H, 
J = 8.5 Hz), 7.28 (d, 1H, J = 8.0 Hz), 2.80 - 3.10 (m, 4H), 2.70 (m, 1H), 2.12 (m, 1H), 
1.79 (m, 1H). 

<b^tKA-2)~4b£tKA-23)&iiM i izmm<D^mtnm(D^mx^mLtzo 
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CI 



H 



o 



No. 


'I A 


R21 


^-NMR (DMSO d-6) 


A-2 




H 


lO /in /Vm 1 ~LT\ o 1 c /J i TT T r* n tt \ 

1^.40 (bs, 1H), 8.15 (d, 1H, J = 2.0 Hz), 
7.89 (dd, 1H, J = 8.5, 2.0 Hz), 7.85 (s, 
1H), 7.69 (s, 1H), 7.64-7.74 (m, 2H), 7.22 
(d, 1H, J = 7.3 Hz), 2.70 - 3.10 (m, 5H), 
2.15 (m, 1H), 1.80 (m, 1H) 


A Q 
A-O 


AAA 


TT 

XX 


12.60 (s, 1H), 12.30 (bs, 1H), 8.21 (d, 1H, 
J = 2.0 Hz), 7.94 (dd, 1H, J = 8.5, 2.0 
Hz), 7.92 (s, 1H), 7.89 (s, 1H), 7.85 (d, 
1H, J = 8.5 Hz), 7.72 (d, 1H, J = 8.5 Hz), 
7.25(d, 1H, J = 8.5 Hz), 2.80 - 3.10 (m, 
4H), 2.75 (m, 1H), 2.10 (m, 1H), 1.80 (m, 
1H) 


A-4 


F 


H 


13.50 (bs, 1H), 12.70 (s, 1H), 8.22 (d, 1H, 
J = 2.0 Hz), 7.85-8.00 (m, 2H), 7.97 (s, 
jjij, /.»^ (,s, mj, 7.73 (a, 1H, J = 8.5 
Hz), 7.32 (d, 1H, J = 8.2 Hz), 3.10-3.50 
(m, 2H), 2.90-3.00 (m, 2H), 2.00 - 2.30 
(m,2H) 








10.30 (bs, 1H), 7.86 (d, 1H, J = 2.0 Hz), 
7.65 - 7.70 (m, 2H), 7.58 (dd, 1H, J = 8.5, 
2.0 Hz), 7.42 (d, 1H, J = 8.5 Hz), 7.21 (s, 
1H), 7.18 (d, 1H, J = 8.9 Hz), 3.88 (s, 
3H), 3.42 (dd, 1H, J= 37.2, 18.0 Hz), 
3.22 (dd, 1H, J = 18.0, 17.1 Hz), 3.07 (m, 
1H), 2.90 (m, 1H), 2.00 - 2.45 (m, 2H) 
(CDCk) 


A-6 




H 


13.00 (s, 1H), 12.60 (bs, 1H), 8.61 (d, 1H, 
J = 2.0 Hz), 8.27 (dd, 1H, J = 8.0, 2.0 
Hz), 8.22 (d, 1H, J = 2.0 Hz), 7.95 (dd, 
1H, J= 8.5, 2.0 Hz), 7.93 (s, 1H), 7.73 (d, 
1H, J = 8.5 Hz), 7.60 (d, 1H, J = 8.0 Hz), 
3.18 - 3.30 (m, 3H), 2.80 - 2.90 (m, 2H) 


A-7 


XX? 

0 


i 

CH 3 


10.40 (bs, 1H), 8.57 (d, 1H, J = 2.0 Hz), 
3.21 (dd, 1H, J = 8.0, 2.0 Hz), 7.90 (d, 
IH, J = 2.0 Hz), 7.63 (dd, 1H, J = 8.5, 2.0 
dz), 7.49 (d, 1H, J=8.0Hz), 7.46 (d, 1H, 
J = 8.5 Hz), 7.22 (s, 1H), 3.74 (s, 3H), 
J.20 - 3.38 (m, 3H), 2.85 - 3.10 (m, 2H) 
CDCI3) 
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H2 



No. 


' A 


R21 


iH-NMR (DMSO d-6) 


A-8 


OH 


CHa 


12.75 (s, 1H), 8.25 (s, 1H), 8.21 (d, 1H, J 
= 2.0 Hz), 7.94 (dd, 2H, J = 8.0, 2.0 Hz), 
7.91 (s, 1H), 7.72 (d, 1H, J = 8.0 Hz), 
7.29 (d, 1H, J = 8.0 Hz), 5.50 (bs, 1H), 
4.74 (dd, 1H, J = 10.0, 5.8 Hz), 3.67 (s, 
3H), 2.90 - 3.10 (m, 3H), 2.40 (m, 1H), 
1.70 (m, 1H) 


A-9 




H 


12.83 (s, 1H), 12.55 (bs, 1H), 8.18 - 8.26 
(m, 2H), 8.08 (m, 1H), 7.95 (dd, 1H, J = 
8.5, 2.0 Hz), 7.92 (d, 1H, J = 1.2 Hz), 
7.73 (d, 1H, J = 8.5 Hz), 7.43 (m, 1H), 
5.80 (m, 1H), 3.20 (m, 1H), 2.80 - 3.05 
(m, 3H), 2.05 (m, 1H) 


A-10 


XXX 


H 


12.84 (s, 1H), 12.50 (bs, 1H), 8.51 (s, 
1/2H), 8.22 (s, 1H), 8.03 (s,l/2H), 7.89- 
8.00 (m, 3H), 7.72 (d, 1H, J = 8.6 Hz), 
7.40 (d, 1/2H, J = 8.6 Hz), 7.37 (d, 1/2H, 
J = 8.4 Hz), 6.00 (s, 1/2H), 5.91 (s, 1/2H), 
5.20 (s, 1/2H), 2.50-3.20 (m, 4H), 2.17 (s, 
3/2H) 


A-ll 


XXX, 

o 


CH 3 


9.81 (bs, 1H), 8.60 (d, 1H, J = 1.8 Hz), 
8.25 (dd, 1H, J = 8.5, 1.8 Hz), 7.97 (d, 
1H, J = 2.0 Hz), 7.68 (dd, 1H, J = 8.2, 2.0 
Hz), 7.51 (d, 1H, J = 8.0 Hz), 7.50 (d, 1H, 
J = 8.3 Hz), 7.25 (s, 1H), 5.38 (dd, 1H, J 
= 47.0, 3.9 Hz), 3.73 (s, 3H), 3.40-3.70 
(m, 3H) (CDCb) 


A-12 


OH 


H 


13.10 (bs, 2H), 10.90 (s, 1H), 9.01 (s, 
1H), 8.24 (d, 1H, J= 1.8 Hz), 8.10 - 8.22 
(m, 3H), 7.97 (dd, 1H, J = 8.5, 1.8 Hz), 
7.95 (s, 1H), 7.74 (d, 1H, J= 8.5 Hz), 
7.47 (s, 1H) 


A-13 




CH 3 « 
I 


10 Af\ fl-\o 1 JT\ Q. On ft 07 t-m f>TX\ n on 

(s, 1H), 7,56 - 7.63 (m, 2H), 7.41 (d, 1H, J 
= 8.5 Hz), 7.23 (s, 1H), 3.70 (s, 3H), 3.50 
:m, 1H), 2.90 - 3.15 (m, 3H), 2.79 (m, 
IH) (CDCb) 


A-14 




H ] 

] 
] 

r 


L3.00 (s, 1H), 12.30 (s, 1H), 8.44 (d, 1H, 
1 = 1.5 Hz), 8.36 (dd, 1H, J = 8.0, 1.5 
iz), 8.22 (d, 1H, J = 2.0 Hz), 7.95 (dd, 
LH, J = 8.5, 2.0 Hz), 7.94 (s, 1H), 7.76 (d, 
LH, J = 8.0 Hz), 7.73 (d, 1H, J = 8.5 Hz), 
$.45 (m, 1H), 2.70 - 3.10(m, 4H) 



WO 02/059099 PCT/JP02/00546 



No. 


' A. 


E21 


iH-NMR (DMSO d-6) 


A-15 




CH 


9.90 (bs, 1H), 7.91 (d, 1H, J = 2.0 Hz), 
7.76 (s, 1H), 7.71 (d, 1H, J = 8.0 Hz), 
7.62 (dd, 1H, J = 8.5, 2.0 Hz), 7.45 (d, 
1H, J = 8.5 Hz), 7.30 (d, 1H, J= 8.0 Hz), 
7.21 (s, 1H), 3^72 (s, 3H), 3.15 - 3.30 (m, 
2H), 2.96 (m, 1H), 2.64 - 2.80 (m; 2H), 

O CO /J OTT T ft A TT \ ✓^IT\/*t1 \. 1 

2.53 (d, 2H, J = 7.4 Hz) (CDCI3) i 


A-16 


XX>- 


H 


12.60 (s, 1H), 12.20 (s, 1H), 8.21 (d, 1H, 
J = 2.0 Hz), 7.91 - 8.00 (m, 3H), 7.90 (e, 
1H), 7.72 (d, 1H, J = 8.5 Hz), 7.37 (d, 1H, 
J = 8.0 Hz), 3.05 - 3.20 (m, 2H), 2.60 - 
2.85 (m, 3H), 2.44 (d, 2H, J = 7.0 Hz) 


A-17 




H 


13.30 (bs, 1H), 13.00 (s, 1H), 8.88 (e, I 
1H), 8.71 (s, 1H), 8.29 (d, 1H, J = 8.5 
Hz), 8.16 - 8.26 (m, 3H), 8.10 (d, 1H, J = 
8.9 Hz), 7.97 (dd, 1H, J = 1.7, 8.2 Hz), 
7.96 (s, 1H). 7.74 (d, 1H. J = 8.2 Hz) 


A-18 




CH 3 


10.30 (bs, 1H), 8.66 (s, 1H), 8.46 (s, 1H), 
8. 18 (dd, 1H, J = 8.5, 1.7 Hz), 8.07 (d, 
1H, J = 8.5 Hz), 8.02 (dd, 1H, J= 8.5, 1.7 
Hz), 7.97 (d, 1H, J= 8.5 Hz), 7.84 (d, 1H, 
J = 1.9 Hz), 7.57 (dd, 1H, J = 8.2, 1.9 
Hz), 7.39 (d, 1H, J = 8.2 Hz), 7.23 (s, | 
1H), 4.02 (s, 3H) (CDCk) J 


A-19 


1 1 

err 


CHs 


12.40 (s, 1H), 12.30 (bs, 1H), 8.79 (d, 1H, 
J = 3.4 Hz), 8.33 (d, 1H, J = 8.5 Hz), 8.21 
(d, 1H, J = 2.0 Hz), 8.15 (d, 1H, J = 1.5 
Hz), 7.94 (dd, 1H, J = 8.5, 2.0 Hz), 7.85 
(s, 1H), 7.82 (dd, 1H, J = 8.5, 1.5 Hz), 
7.72 (d, 1H, J = 8.5 Hz), 3.88 (s, 3H) 


A-20 


H 


CH 3 


"1 O OA 1 TT\ 10 A f\ /J 1 TT T C\ n TT \ 1 

XA.m (s, 1H), 12.40 (d, 1H, J = 2.7 Hz), 
8.33 (s, 1H), 8.32 (d, 1H, J = 2.7 Hz), 
8.23 (d, 1H, J = 2.0 Hz). 8.11 (d, 1H, J = 
8.2 Hz), 8.00 (dd, 1H, J = 8.2, 1.5 Hz), 
7.96 (dd, 1H, J = 8.5, 2.0 Hz), 7.91 (s, 
1H), 7.73 (d, 1H, J = 8.5 Hz), 3.85 (s, 3H) 


-A-21 


XXj 


< 

H : 


12.90 (bs, 1H), 8.83 (s, 1H), 8.48 (d, 1H, 
J = 8.5 Hz), 8.32 - 8.43 (m, 2H), 8.23 (d, 
LH, J = 2.0 Hz), 8.20 (d, 1H, J = 8.5 Hz), 
7.96 (dd, 1H, J = 8. 5, 2.0 Hz), 7.90 (s, 
lH),7.72(d, 1H, J = 8.5 Hz) 


A-22 




{ 

CHa ( 

"t 

4 


10.50 (bs, 1H) , 8.49 (d, 1H, J = 2.0 Hz), 
$.41 (d, 1H, J = 8.5 Hz), 8.38 (d, 1H, J = 
1.5 Hz), 8.31 (d, 1H, J = 8.5 Hz), 8.22 
dd, 1H, J = 8.5, 2.0 Hz), 7.81 (d, 1H, J = 
2.0 Hz), 7.53 (dd, 1H, J= 8.5, 2.0 Hz), 
'.35 (d, 1H, J = 8.5 Hz), 7.24 (s, 1H), 
1.13 (s, 3H) (CDCls) 
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No. 


A 


R21 


iH-NMR (DMSO d-6) 


A-23 




CHa 


11.40 (s, 1H), 8.70 (d, 1H, J = 2.0 Hz), 
8.54 (d, 1H, J = 8.5 Hz), 8.45 (d, 1H, J = 
8.5 Hz), 8.43 (dd, 1H, J = 8.5, 2.0 Hz), 
8.29 (d, 1H, J = 8.5 Hz), 8.05 (d, 1H, J = 
2.0 Hz), 7.73 (dd, 1H, J = 8.5, 2.0 Hz), 
7.51 (d, 1H, J = 8.5 Hz), 7.28 (s, 1H), 
4.04 (s, 3H) (CDCls) 
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nmw2 

(B-i)~4b&y!) (b-32) *mmm 1 tK«©*»fc Ht»©*isu^j« bfcoftaifiR ' 



45 
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31 5 



R v-s ° 
R 2 



OH 



No. 




R2 


iH-NMR (DMSO d-6) 


B-l 


F 


H 


12.70 (bs, 2H), 8.37 - 8.42 (m, IH), 7.74 - 
7.91 (m, 4H), 7.52 - 7.57 (m, IH), 7.29 (d, 
IH, J= 7.7 Hz), 2.87 - 3.08 (m, 4H), 2.69 
- 2.77 (m, IH), 2.11 - 2.16 (m, IH), 1.79 - 
1.99 (m, IH) 


B-2 


CCk 


H 


12.57 (bs, IH), 7.83 - 7.90 (m, 2H), 7.63 - 
7.66 (m, 2H), 7.56 (s, IH), 7.28 (d, IH, J 
= 7.9 Hz), 7.11 (d, IH, J = 7.9 Hz), 2.68 - 
3.07 (m, 9H), 2.10 - 2.16 (m, IH), 1.75 - 
1.82 (m, 5H) 


B-3 




H 


12.56 (bs, 2H), 7.74 - 7.91 (m, 4H), 7.65 
(s, IH), 7.34 (t, IH, J = 7.6 Hz), 7.28 (d, 
IH, J = 8.2 Hz), 7.15 (d, IH, J = 7.3 Hz), 
2.86 - 3.06 (m, 4H), 2.61 - 2.77 (m, 3H), 
2.12 - 2.16 (m, IH), 1.73 - 1.86 (m, IH), 
1.55 - 1.65 (m, 2H), 1.29 - 1.40 (m, 2H), 


B-4 


F3C XX 

F 


H 


12.73 (bs, IH), 12.40 (bs, IH), 8.34 (t, 
IH, J = 8.2 Hz), 7.72 - 7.91 (m, 5H), 7.29 
(d, IH, J = 7.3 Hz), 2.86 - 3.08 (m, 4H), 
2.69 - 2.77 (m, IH), 2.11 (m, IH), 1.73 - 
1.86 (m, IH) 


B-5 


F 


H 


12.66 (bs, IH), 12.37 (bs, IH), 7.84 - 7.97 
(m, 3H), 7.57 (d, IH, J = 2.4 Hz), 7.19 - 
7.30 (m, 3H), 2.86 - 3.08 (m, 4H), 2.65 - 
2.78 (m, 3H), 2.11 - 2.16 (m, IH), 1.72 - 
1.82 (m, IH), 1.30 - 1.34 (m, 4H), 0.85 - 
0.90 (m, 3H) 


B-6 




H 


12.60 (bs, 2H), 7.64 - 7.90 (m, 4H), 7.64 
(s, IH), 7.28 (d, IH, J = 8.2 Hz), 7.20 (dd, 
IH, J = 9.4 Hz, 0.9 Hz), 2.88 - 3.06 (m, 
4H), 2.62 - 2.78 (m, 3H), 2.12 - 2.16 (m, 
IH), 1.73 - 1.86 (m, IH), 1.56 - 1.63 (m, 
2H), 1.30 - 1.34 (m, 4H), 0.85 - 0.90 (m, 
3H) 


B-7 




H 


12.70 (s, IH), 12.35 (bs, IH), 7.97 (m, 
IH), 7.89 (s, IH), 7.84 (dd, IH, J = 8.0, 
1.8 Hz), 7.82 (m, IH), 7.79 (s, IH), 7.53 
[m, IH), 7.29 (d, IH, J = 8.0 Hz), 2.60 - 
5.10 (m, 5H), 2.10 (m, IH), 1.90 (m. IH) 
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16 - 



XT— 

.No. 




R2 


iH-NMR (DMSO d-6) 


B-8 




H 


12.67 (s, 1H), 12.36 (bs, 1H), 8.32 (s, 
1H), 8.25 (m, 1H), 7.94 (s, 1H), 7.91 (s, 
1H), 7.85 (dd, 1H, J = 7.9, 1.8 Hz), 7.70 
(d, 2H, J = 5.2 Hz), 7.29 (d, 1H, J = 7.9 
Hz), 2.60 - 3.10 (m, 5H), 2.10 (m, 1H), 
1:80 (m, 1H) 


B-9 


F 


H 


12.72 (s, 1H), 12.38 (bs, 1H), 7.80 - 7.95 
(m, 3H), 7.68 (m, 1H), 7.20 - 7.50 (m, 
3H), 2.60 - 3.10 (m, 5H), 2.10 (m, 1H), 
1.80 (m, 1H) 


B-10 




F 


12.90 (bs, 2/3H), 12.70 (bs, 1/3H), 12.40 
(bs, 1H), 8.22 (d, 1/3H, J = 2.1 Hz), 8.15 
(d, 2/3H, J = 2.1 Hz), 7.70 - 8.05 (m, 4H), 
7.29 (d, 1H, J = 7.9 Hz), 2.60 - 3.10 (m, 
5H), 2.10 (m, 1H), 1.90 (m. 1H) 


Bll 


Me F 


H 


12.68 (bs, 1H), 12.38 (bs, 1H), 7.82-8.00 
(m, 3H), 7.58 (d, 1H, J = 2.4 Hz), 7.22 - 
7.38(m, 3H), 3.30 (m, 1H), 2.65 - 3.10 (m, 
5H), 2.17 (m, 1H), 1.80 (m, 1H), 1.26 (d, 
bH, J — 7.0 riz) 


B12 




H 


12.69(s, 1H), 12.39 (bs, 1H), 7.82 - 8.00 
(m, 3H), 7.58 (d, 1H, J = 2.4 Hz), 7.20 - 
7.36 (m, 3H), 2.60-3.10 (m, 6H), 2.15 (m, 
1H), 1.20-1.90 (m, 11H) 


B-13 




H 


12.60 (bs, 2H), 7.97 (dt, 1H, J = 1.8, 7.6 
Hz), 7.91 (s, 1H), 7.86 (d, 1H, J = 8.2 . 
Hz), 7.58 (d, 1H, J = 2.4 Hz), 7.22-7.40 
(m, 3H), 3.97 (dd, 2H, J = 2.7, 10.7 Hz), 
2.65-3.60 (m, 8H), 2.15 (m, 1H), 1.65- 
1.85 (m, 5H) 


B-14 


(Pi 
F 


H 


12.76 (brs. 1H), 12.37 (brs, 1H), 8.10 - 
8.15 (m, 1H), 7.91 (brs, 1H), 7.85 - 

7 OQ/ m 1TJ\ H TO /J ITT T - O f7 TT \ 

7.oo(m, 111), 7.72 (d, Hi, J = 2.7 Hz), 
7.55 - 7.60 (m, 1H), 7.42 - 7.47 (m, 1H), 
7.29 (d, 1H, J = 7.9 Hz), 2.86 - 3.08 (m, 
LH), 2.67 - 2.78 (m, 1H), 2.10 - 2.15 (m, 
IH), 1.72 - 1.91 (m, 1H) 


B-15 




h ; 

c 

] 


L2.76 (s. 1H), 12.37 (s, 1H), 7.95 (dt, 1H, 
J = 5.6 Hz, 1.9 Hz), 7.90 (brs, 1H), 7.84 - 
r.88(m, 1H), 7.57 (d, 1H, J = 2.5 Hz), 
M6 - 7.32 (m, 8H), 2.86 - 3.01 (m, 8H), 
2.68 - 2.78 (m, 1H), 2.10 - 2.18 (m, 1H), 
L.73 - 1.85 (m, 1H) 
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No. 




R2 


iH-NMR (DMSO d-6) 


B-16 


F 


H 


12.69 (bs. 1H), 12.38 (bs, 1H), 7.85 - 7.90 
(m, 2H), 7.61 - 7.66(m, 1H), 7.58 (d, 1H, 
J =2.5 Hz), 7.28 (d, 1H, J = 8.3 Hz), 7.12 
- 7.23 (m, 1H), 4.08 (t, 2H, J = 6.4 Hz), 
2.87 - 3.05 (m, lH), 2.70 - 2.75 (m, 1H), 
2.10 - 2.15 (m, 1H), 1.72 - 1.85 (m, 3H), 
1.41 - 1.53 (m, 2H), 0.96 (t, 3H, J = 7.4 
Hz) 


B-17 




CHa 


12.49 (bs. 1H), 8.05 (s, 1H), 7.97 - 
8.01(m, 1H), 7.88 (s, 1H), 7.82 - 7.86 (m, 
1H), 7;68 - 7.73 (m, 2H), 7.27 (d, 1H, J = 
8.1 Hz), 2.85 - 3.06 (m, 4H), 2.67 - 2.76 
(m, 1H), 2.55 (s, 3H), 2.10 - 2.15 (m, 1H), 
1.71 - 1.84 (m, 1H) 


B-18 




H 


12.68(8, 1H), 12.38(bs, 1H)„ 7.83-7.98(m, 
3H), 7.57(d, 1H, J = 2.7 Hz), 7.20- 
7.38(m, 3H), 3.20-3.42(m, 2H), 2.65- 
3.10(m, 5H), 1.55-2.20(m, 9H) 


B-19 


Me 

F 


H 


12.68(s, 1H), 12.38(bs, 1H), 7.96(m, 1H), 
7.90(s, 1H), 7.85(d, 1H, J = 8.2 Hz), 
7.57(d, 1H, J = 2.7 Hz), 7.20-7.52(m, 
3H), 2.60-3.10(m, 5H), 2.57(d, 2H, J = 
6.4 Hz), 1.70-2.20(m, 3H), 0.91(d, 6H, J 
= 6.7 Hz) 


B-20 


F 


H 


12.67 (bs, 1H), 12.39 (bs, 1H), 7.85-7.99 
(m, 3H), 7.58 (d, 1H, J = 3.0Hz), 7.20- 
7.30 (m, 3H), 2.86-3.08 (m, 4H), 2.64- 
2.78 (3H, m ), 2.08-2.18 (m, 1H), 1.72- 
1.86 (m, 1H), 1.64 (sext, 2H, J = 7.5 Hz), 
0.94 (t, 3H, J = 7.2Hz) 


"D f>-| 


A 

F 


TT 

rl 


12.67 (bs, 1H), 12.42 (bs, 1H), 7.84-7.97 
(m, 3H), 7.57 (d, 1H, J = 2.7Hz), 7.19- 
7.30 (3H, m), 2.85-3.08 (m, 4H), 2.66- 
2.78 (m, 3JH), 2.08-2. 18 (m, 1H), 1.72- 
1.86 (m, 1H), 1.59 (quint, 2H, J = 
7.2Hz), 1.35 (sext, 2H, J = 7.5 Hz), 0.92 
(t,3H, J = 7.2 Hz) 


B-22 


Me 


H 

« 


12.70 (s, 1H), 12.40 (bs, 1H), 8.05 (m, 
1H), 7.91 (s, 1H), 7.85 (d, 1H, J = 9.2 
Hz), 7.59 (d, 1H, J = 2.1 Hz), 7.25-7.60 
(m, 3H), 4.29 (d, lH, J = 6.7 Hz), 3.16 (s, 
3H), 2.60-3.10 (m, 5H), 1.70-2.20 (m, 
3H), 0.96 (d, 3H, J = 6.5 Hz), 0.80 (d, 3H, 
J = 6.5 Hz) 
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PCT/JP02/00546 



No. 




R2 


iH-NMR (DMSO d-6) 


B-23 




H 


12.68 (s, IH), 12.39 (bs, IH), 8.04 (m, 
IH), 7.91 (s, IH), 7.86 (d, IH, J = 7.9 
Hz), 7.58 (d, IH, J = 2.4 Hz), 7.26-7.38 
(m, 3H), 4.32 (d, IH, J = 7.0 Hz), 3.15 (s, 
3H), 2.64-3.15 (m, 5H), 0.95-2.20 (m, 
13H) 


B-24 




F 


12.60 (bs, 2H),8.16 (s, IH), 8.13 (m, IH), 
7.88 (s, IH), 7.84 (dd, IH, J = 1.8, 7.9 
Hz), 7.72-7.78 (m, 2H), 7.27 (d, IH, J = 
7.9 Hz), 2.60-3.10 (m, 5H), 2.15 (m, IH), 
1.80 (m, IH) 


B-25 


Me rf^i 
Me^O F 


H 


12.70 (s, IH), 12.40 (bs, IH), 8.03 (m, 
IH), 7.91 (s, IH), 7.86 (d, IH, J = 9.5 
Hz), 7.58 (d, IH, J = 2.4 Hz), 7.25-7.38 
(m, 3H), 4.38 (d, IH, J = 7.0 Hz), 3.30 (q, , 
2H, J = 7.0 Hz), 2.62-3.10 (m, 5H), 1.70- 
2.20 (m, 3H), 1.11 (t, 3H, J = 7.0 Hz), 
0.96 (d, 3H, J = 6.7 Hz), 0.80 (d, 3H, J = 
6.7 Hz) 


B-26 


F 


H 


12.66 (bs. IH), 12.37 (bs, IH), 7.84 - 7.97 
(m, 3H), 7.57 (d, IH, J = 2.5 Hz), 7.17 - 
7.30 (m, 3H), 2.87 - 3.07 (m, 4H), 2.65 - 
2.74 (m, 3H), 2.10 - 2.16 (m, IH), 1.74 - 
1.85 (m, IH), 1.50 - 1.60 (m, 2H), 1.26 - 
1.32 (m, 8H), 1.02 - 1.05 (m. 3H) 


B-27 


F 


H 


12.67 (bs. IH), 12.40 (bs, IH), 7.84 - 7.97 
(m, 3H), 7.57 (d, IH, J = 2.5 Hz), 7.18 - 
7.30 (m, 3H), 2.86 - 3.05 (m, 4H), 2.64 - 
2.78 (m, 3H), 2.11 - 2.16 (m, IH), 1.74 - 
1.82 (m, IH), 1.54 - 1.64 (m, 2H), 1.24 - 
1.30 (m, 10H), 0.83 - 0.87 (m, 3H) 


B-28 


F 


H 

I 


12.67 (bs. IH), 7.84 - 7.98 (m, 3H), 7.57 
la, lxl, J - z.o Hz), 7.19 - 7.30 (m, 3H), 
2.85 - 3.07 (m, 4H), 2.64 - 2.78 (m, 3H), 
2.11 - 2.16 (m, IH), 1.72 - 1.85 (m, IH), 
1.57 - 1.59 (m, 2H), 1.23 - 1.30 (m, 14H), 
3.82 - 0.86 (m, 3H) 


B-29 


F 


( 

w : 
j 

] 


12.70 (bs, IH), 12.38 (bs, IH), 7.84-7.93 
;m, 3H), 7.62 (d, IH, J= 2.7Hz), 7.58 (d, 
IH, J = 8.4Hz), 7.28 (d, IH, J= 8.4Hz), 
J.68-3.07 (m, 7H), 2.08-2.18 (m, IH), 
L.72-1.85 (m, IH), 1.60 (sext, 2H, J = 
f.2Hz), 0.98 (t. 3H, J = 7.2Hz) 
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No. 


Ri 


R2 


iH-NMR (DMSO d-6) 


B-20 


F 


H 


12.68 (bs, IE), 12.38. (bs, 1H), 7.83-8.00 
(m, 3H), 7.57 (d, 1H, J = 2.7Hz), 7.20- 
7.34 (m, 3H), 3.62 (t, 2H, J = 6.9Hz), 
3.45 (q, 2H, J = 6.9Hz), 2.87-3.07 (m, 
6H), 2.68-2.78 (m, 1H), 2.08-2.18 (m, 
1H), 1.72-1.86 (m, 1H), 1.10 (t, 3H, J = 
7.2Hz) 


B-31 




H 


12.67 (bs, 1H), 12.38 (1H, bs), 7.98 (dt, 
1H, J = 2.1, 7.2Hz), 7.84-7.92 (m, 2H), 
7.57 (d, 1H, J = 2.7Hz), 7.16-7.34 (m, 
8H), 4.06 (s, 2H), 2.85-3.07 (m, 4H), 
2.67-2.78 (m, 1H), 2.08-2.18 (m, 1H), 
1.71-1.85 (m, IS) 


B-32 


Me F 


H 


12.68 (s, 1H), 12.37 (bs, 1H), 8.02 (m, 
1H), 7.91 (s, 1H), 7.86 (d, 1H, J = 8.5 
Hz), 7.58 (s, 1H), 7.41 (m, 1H), 7.24-7.34 
(m, 2H), 3.20-3.40 (m, 2H), 2.60-3.10 (m, 
5H), 2.15 (m, 1H), 1.80 (m, 1H), 1.58 (s, 
SH), 1.14 (t, 3H, J = 6.7 Hz) 
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mmms it^m (c-o ®m 



lxm q m rT/>-co 2 Et 



,^ v s v ai-LB CI H 

1XJ>C02H _^ — . 




-s 

2 



i2li ci 




C-1 

m i ig) 

ftM 1 -m 1 XgtfS6V^li6Lfe'fh-&4&(2)l66 mg, 2-X )» * * j}? - 
5-3^M>^ft7x>(8)150 mg, h U X^;i/T S > 137 mg, * <fc V K * ( h 
U 7 i -;i/*7 7 >);t7^^> A(II)S^ D i; K 16 mg £ DMF (3 ml)C*§8? 
-iftMfllTt 90°CT? 1 KRMinttft&Lfeo ISfttttClk&dcft* U t> &7k 

Yh^77^-CJ;!)l|||^^l), <bl§r«3(9)£ 247 mgfffeo 
l H NMR (CDC1 3J ppm) 10.36 (bs, 1H), 8.41 (s, 1H), 8.09 (s, 1H), 7.95 (s, 2H), 7.84 
(d, 1H, J = 2.1 Hz), 7.58 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.34 (d, 1H, J = 8.5 Hz), 7.22 (s, 
1H), 4.45 (q, 2H, J = 7.1 Hz), 1.45 (t, 3H, J = 7.1 Hz). 
(I2lg) 

ib^^S (9)217 mg ? 7-;V(5 ml)i: i>**V>(3 ml)£$ffi U 5mol/L7jC^ 

v y »a**«* o.4 mi An*, fee M-?.4i$mji# u fttts-csisic tfc 

THF T'ffliB bfco £f§*n:&^2fctifc&, Mv^*>>.?AT-<igai&, 

»JETK*«*ffl*Ufc«#6*l&aaE* DMF*»6-fUSS U-fb-&$j(C-l)£ 105 
mg i o 

J H NMR (DMSOd6, 6 ppm) 13.69 (br, 1H), 12.94 (s, 1H), 8.81 (s, 1H), 8.21 - 8.26 (m, 
3H), 8.19 (dd, 1H, J = 8.6 Hz, 1.7 Hz) 7.96 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.94 (s, 1H), 
7.73 (d, 1H, J = 8.5 Hz). 
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1 0 



CI H / 



O 

A 



OH 



No 


A 


iH-NMR (DMSO d-6) 


C-2 




12.95 (s, 1H), 8.86 (s, 1H), 8.23 (d, 1H, J = 
1.8 Hz), 8.21 (s, 1H), 8.12 - 8.19 (m, 2H), 
7.97 (dd, lH, J= 8.2 Hz, 1.8 Hz), 7.96 (s, 
1H), 7.74 (d, 1H, J = 8.2 Hz) 


C-3 


xxy 


12.88 (bs, 1H), 8.62 (d, 1H, J = 1.8 Hz), 8.23 

/J J -1 TT T _ f~T IT TT "1 A TT \ y-> /-» ~> / tt\ 

(dd, 1H, J = 7.5 Hz, 1.8 Hz), 8.22 (s, 1H), 
7.95 (dd, 1H, J= 8.7 Hz, 2.4 Hz), 7.86 (d, 
1H, J = 9.0 Hz), 7.92 (s, 1H), 7.74 (s, 1H), 
7.72 (d, 1H, J = 8.4 Hz) 


C-4 


XX>~ 


12.92 (s, 1H), 8.49 (s, 1H), 8.21 (s, 1H), 8.08 
(d, 1H, J = 8.4 Hz), 7.95 (s, 1H), 7.92 (bs, 

f>TT\ f~J l~Tfy /_ i TT\ rj l~7 1 / J 1 TT T C\ t TT v 

ZH), 7.76 (s, 1H), 7.71 (d, 1H, J = 8.4 Hz) 


C-5 


Me 

TXj>- 


12.87 (bs, 1H), 8.73 (s, 1H), 8.23 (dd, 1H, J 
= 9.0 Hz, 1.8 Hz), 8.23 (s, 1H), 7.95 (dd, 1H, 
J = 8.4 Hz, 1.8 Hz), 7.92 (s, 1H), 7.81 (d, 
1H, J = 9.0 Hz), 7.72 (d, 1H, J = 8.4 Hz), 
2.62 (s, 3H) 


C-6 




12.88 (bs, 1H), 8.41 (s, 1H), 8.21 (d, 1H, J = 
1.8Hz), 8.05 (dd^ 1H, J = 8.4, 1.5Hz), 7.95 
(dd, 1H, J = 8.4, 2.1Hz), 7.93 (s,lH), 7.86 (d, 
1H, J = 8.1Hz), 7.72 (d, 1H, J = 8.4Hz), 7.63 
(d, 1H, J = 15.9Hz), 7.47 (s, 1H), 6.54 (d, 
1H, J = 15.9Hz) 


C-7 




12.83 (s,lH), 8.54 (d, 1H, J= 1.5Hz), 8.22 
(d, 1H, J = 2.1Hz), 8.17 (dd, 1H, J = 8.7, 1.8 
Hz), 7.95 (dd, 1H, J = 8.4, 2.1 Hz), 7.92 (s, 
1H), 7:79 (d, 1H, J = 8.7 Hz), 7.73 (d, 1H, J 
= 8.7Hz), 7.62 (d, 1H, J= 15.9Hz), 7.52 (s, 
lH),6.49(d, 1H, J = 16.2 Hz) 


C-8 




12.64 (bs, 1H), 12.23 (brs, 1H), 8.21 (d, 1H, 
T = 2.4Hz), 7.94 (dd, 1H, J = 8.1, 1.8 Hz), 
7.90 (s, 1H), 7.72 (d, 1H, J = 8.4 Hz), 7.63 
(dd, 1H, J = 7.5, 1.2 Hz), 7.46 (s, lH), 7.36 
[d, 1H, J = 7.8 Hz), 4.89 (m, 1H), 3.39 (m, 
LH), 2.95 (dd, 1H, J= 16.2, 7.2 Hz), 2.41 (t, 
2H,J = 7.2Hz), 1.95 (m,2H) 
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mmvn it&m (d-d ons 




-n/)5 L 7 , \/-;i/*fflv%«c as: i & v <fb-^«j»(D-i)*nj6«f! 3 temmoxmtmm 

*H NMR (DMSOd6, 5 ppm) 13.76 (br, 1H), 13.02 (s, 1H), 8.87 (s, 1H), 8.41 (t, 
1H, J = 7.8 Hz), 8.22 (s, 1H), 8.18 (d, 1H, J = 8.5 Hz), 8.15 (d, 1H, J = 8.5 Hz), 7.80 (d, 
1H, J = 2.7 Hz), 7.80 (m, 1H), 7.56 (t, 1H, J = 7.8 Hz). 

2-Ji h )]/tf — )l-5-3 — F^>^t7i >(8)<DRt> t) C®^ © 2 Bgtt 

a-n/sff^RM^;!/^ d m^Z d fct <fc D > -fb-^-tl(D-2)~-fb-&t>(D- 

15)$:^as^J4 }3|Bm©*^i:|il^©*^T--&fiEbfco tJSHiSct* 1 1 % 1 2 fc 
5s U o 
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1 1 



N-rV' 

o 



o 

A 



OR 



21 



No. 


1 

' A 


R7 


R21 


iH-NMR (DMSO d-6) 


D-2 


XXX 


CF 3 


H 


13.31 (bs, 1H), 13.13 (s, 1H), 8.89 (s, 1H), 
8.71 (s, 1H), 8.20 - 8.46 (m, 5H), 7.69 - 7.92 
(m, 2H), 7.57 ft 1H, J = 7.9 Hz) 


D-3 


XO 


CF 3 


H 


12.78 (8, 1H), 12.42 (bs, 1H), 8.40 (t, 1H, J = 
7.5 Hz), 8.00 (s, 1H), 7.94 (d, 1H, J = 7.9 
Hz), 7.79 (m, 1H), 7.76 (d, 1H, J = 2.7 Hz), 
7.55 (t, 1H, J = 7.9 Hz), 7.39 (d, 1H, J = 7.9 
Hz), 3.10 - 3.40 (m, 5H) 


D-4 




CFs 


Et 


10.01(bs, 1H), 8.23(t, 1H, J = 7.5 Hz), 8.06(s, 
1H), 7.90(d, 1H, J = 7.9 Hz), 7.74(s, 1H), 
7.62(d, 1H, J = 7.9 Hz), 7.56(d, 1H, J = 2.4 
Hz), 7.51<d, 1H, J = 7.3 Hz), 7.29(d, 1H, J = 
7.6 Hz), 4.34(q, 2H, J = 7.0 Hz), 3.77(s, 2H), 
1.39(t, 3H, J = 7.0 Hz) 


D-5 


(TYV 


vX ■ i 


TT 

XL 


12.91(8, 1H), 12.73(bs, 1H), 8.28-8.46(m, 
An;, o.io^L, ixi, d — /.d xizj, 7.oo-7.o8(ni, 
4H), 7.66ft 1H, J ■= 7.9 Hz), 3.77(s, 2H) 


D-6 


Q 

X^ 


CF 3 


Et 


13.14(s, 1/7H), 12.96(s, 6/7H), 10.96(s, 1H), 
8.40ft 1H, J = 7.0 Hz), 8.34(s, 1/7H), 8.28(s, 
6/7H), 8.18(d, 6/7H, J = 7.9 Hz), 8.12(d, 
1/7H, J = 7.9 Hz), 7.74-7.86(m, 3H), 7.56(t, 
1H, J = 7.6 Hz), 4.26(q, 12/7H, J = 7.0 Hz), 
4.16(q, 2/7H, J = 7.0 Hz), 3.63(s, 12/7H), 
3.40(s, 2/7H), 1.30ft 18/7H, J = 7.0 Hz), 
1.22ft 3/7H, J = 7.0 Hz) 
(6:1 tautomer mixture) 


D-7 




CFs 


H 


12.86(8, 1H), 12.67(bs, 1H), 8.40ft 1H, J = 
7.8 Hz), 7.96-8.05(m, 2H), 7.79ft 1H, J = 6.7 
Hz), 7.77(d, 1H, J = 2.1 Hz), 7.48-7.60(m, • 
3H), 2.93(t, 2H, J = 8.2 Hz), 2.55 ft 2H, J = 
8.2 Hz) 


D-8 




CF 3 


Me 


13.14(bs, 1H), 8.85(s, 1H), 8.40ft 1H, J = 6.7 
Hz), 8.13(s, 1H), 8.08(s, 2H), 7.75-7.84(m, 
2H), 7.56(t, 1H, J = 7.6 Hz), 3.86(s, 3H) 


D-9 


xxx 


CFs 


H 


I2.99(bs, 1H), 12.59(s, 1H), 8.39ft 1H, J = 
r.OHz), 7.70-7.88(m, 5H), 7.65ft 1H, J = 7.6 
iz), 7.42(d, 1H, J = 7.6 Hz), 2.94ft 2H, J = 
5.2 Hz), 2.67ft 2H, J = 8.2 Hz) 
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1 2 



No. 


A 




R21 


iH-NMR (DMSO d-6) 


D-10 




a, 

OMe 


H 


12.79(bs, 2Jbi), 7.9b-8.08(m, 3H), 7.60(d, 1H, 
J = 2.4 Hz), 7.56(8, 1H), 7.50(d, 1H, J = 7.9 
Hz), 7.26-7.38(m, 2H), 4.32(d, 1H, J = 7.0 
Hz), 3.15(s, 3H), 2.92(t, 2H, J = 8.2 Hz), 
2.55(t, 2H, J = 8.2 Hz), 1.00-1.99(m, 11H) 


D-ll 




tBuCH 2 - 
CH 2 - 


H 


12.78(s, 1H), 12.69(bs, 1H), 7.90-8.04(m, 
3H), 7.60(d, 1H, J = 2.7 Hz), 7.55(s, 1H), 
7.50(d, 1H, J = 7.9 Hz), 7.26(m, 1H), 7.22(t, 
1H, J = 7.5 Hz), 2.92(t, 2H, J = 8.2 Hz), 
2.60-2.68(m, 2H), 2.55(t, 2H, J = 8.2 Hz), 
1.43-1.52(m, 2H), 0.98(s, 9H) 


D-12 




n-Pentyl 


H 


12.80(bs, 2H), 7.90-8.04(m, 3H), 7.58(d, 1H, 
J = 2.4 Hz), 7.51(s, 1H), 7.48(d, 1H, J = 7.9 
Hz), 7.19-7.31(m, 2H), 2.91(t, 2H, J = 8.2 
Hz), 2.68(t, 2H, J = 8.2 Hz), 2.54(t, 2H, J = 
8.2 Hz), 1.58-1.64(m, 2H), 1.28-1.40(m, 4H), 
0.88(t, 3H, J = 6.7 Hz) 


D-13 


xxy 


iso-Pentyl 


H 


12.80(bs, 2H), 7.90-8.06(m, 3H), 7.56(s, 1H), 
7.47-7.56(m, 2H), 7.18-7.34(m, 2H), 2.92(t, 
2H, J = 8.2 Hz), 2.67(t, 2H, J = 7.2 Hz), 
2.55(t, 2H, J = 8.2 Hz), 1.49-1.68(m, 3H), 
1.19-1.35(m, 2H), 0.87(d, 6H. J = 6.7 Hz^ 


D-14 


xxy 


cyclo-hexyl 


H 


iz. i t{s, iri) , iz.bovDs, IH), 7.90-8.04(m, 
3H), 7.59(d, 1H, J = 2.4 Hz), 7.55(s, HI), 
7.50(d, 1H, J = 7.9 Hz), 7.20-7.36(m, 2H), 
2.82-2.99(m, 3H), 2.55(t, 2H, J = 8.5 Hz), 
1.20-1.90(m, 10H) 


D-15 




n-Heptyl 


H 

( 


12.77(bs, 2H), 7.90-8.04(m, 3H), 7.59(d, 1H, 
T = 2.1 Hz), 7.55(s, 1H), 7.51(d, 1H, J = 7.6 
Hz), 7.18-7.30(m, 2H), 2.92(t, 2H, J = 8.2 
Hz), 2.68(t, 2H, J = 7.3 Hz), 2.55(t, 2H, J = 
3.2 Hz), 1.50-1.70(m, 2H), 1.20-1.40(m, 8H), 
).86(t, 3H, J = 6.3 Hz) 
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mmms (e-d ©hm 




11 




i2ll C ' H ^C0 2 H 

— ~<KrV 

E-1 

(fg 1 X*|) 

•fb-&fe(ll)169 mg N h U^^^T^ > 96mgs ^ ( h >J 7 xr 7 

5 -f >)/^7 D D h* 11 mg & DMF (lmX)\L3L*> 7 -;]/(0.5 ml)Kl?§^ U 

-IMbJ£Jit#B^T£ 90°C^ 4 i^p^in^^^ Lfco M/^Mca^7j<^* 'J r> a tK 

Vh^77-f-t(); D)»g!l£:fc£&^s ft-£-%(12)£ 63 mg £tf fco 
10 *H NMR (CDC1 3) d ppm) 10.00 (bs, 1H), 8.61 (1H, d, J = 1.5 Hz), 8.16 (dd, 1H, J = 
8.5 Hz, 1.5 Hz), 8.06 (s, 1H), 7.96 (d, 1H, J = 8.5 Hz), 7.92 (d, 1H, J = 2.1 Hz), 7.63 (dd, 
1H, J = 8.5 Hz, 2.1 Hz), 7.45 (d, 1H, J = 8.5 Hz), 7.25 (s, 1H), 4.46 (q, 2H, J = 7.1 Hz), 
1.46 (t, 3H, J = 7.1 Hz). 
(12 11) 

15 -fb£-t>(12) - 40 mg§^^ ml)t^ F5t h'D75>(l ml)lzmfflls, 

5mol/L7jC^-fb^ h »J ttkykmm* 0.2mlinx.3fco ^Ut 2f$HSi# U ^^T* 

M£b&^ thf t&m^rfr-zm&Ltco %mmzmQ&M7ki:m®, mm 

L E-1 £ 35 mgff fco 

20 *H NMR (DMSOd6, 6 ppm) 13.31 (br, 1H), 13.22 (s, 1H), 8.74 (s, 1H), 8.59 (d, 1H, J 
= 1.5 Hz), 8.23 (d, 1H, J = 8.5 Hz), 8.23 (d, 1H, J = 2.1 Hz), 8.04 (dd, 1H, J = 8.5 Hz, 
1.5 Hz), 7.97 (s, 1H), 7.96 (dd, 1H, J = 8.5 Hz, 2.1 Hz), 7.74 (d, 1H, J = 8.5 Hz). 
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<fb tt (B-2)* <fc Vfl3 £ ft (E-3) * H MM 5 fc IB « ® * S H3*i 0 * » T? b fc 
gl3 



o 

CI H 



lb£- 

ft No. 


A 


1 H-NMR (DMSO d-6) 


E-2 




13.29 (bs, 2H), 8.73 (s, 1H), 8.70 (s, 1H), 
8.23 (d, 1H, J = 1.8 Hz), 8.12 (d, 1H, J = 
8.2 Hz), 8.01 (dd, 1H, J = 8.2 Hz, 1.8 
Hz), 7.99 (dd, 1H, J = 8.2, 1.8 Hz), 7.96 
(d, 1H, J = 1.8 Hz), 7.74 (d, 1H, J = 
8.2Hz) 


E-3 


Me 


13.15 (bs, 1H), 12.89 (s, 1H), 8.43 (s, 
1H), 8.22 (d, 1H, J = 1.8 Hz), 8.14 (d, 1H, 
J = 8.7 Hz), 7.96 (s, 1H), 7.95 (dd, 1H, J 
= 8.1 Hz, 1.8 Hz), 7.75 (d, 1H, J = 8.7 
Hz), 7.73 (d, 1H, J = 8.1 Hz), 2.67 (s, 3H) 
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±ia©3r& fcH«©SJS&*fir 5 £ kC «fc _J>\ -I8S; (XI I I) - (XVI I) 




n-7DUJK >>^o7Dt;K ^V7DK;K n-7"^;K -fVT^K se 
c-T^K n-^>^-;i/ > i>7 n^y^K n - 3r ;k >> 7 n ^>;k 
tfn+i/, xf;vt^J/, n-rDK^t^ri'^ 7 x^i/tf* 

D * f-/\t*'%-i/ s 7i-;K 4-7;i/tD7irjK 4 - h U 7 )V 7t D g=- ;i/ 7 

xn;i/ > 4-y^f-;v7^7i=;K 4 - k Fn^>>7i-;K 3, 4-^7 
;i/^-n 7 4 - # ;i/ 3p i/ 7 x. — ;k ^>$;;k 4 - 7 d ^ > i> ;k 

2-^i;j?*, 3-tTU^;i/ s 4-£'JiJ;K 2-fir;K 3-^:c-;k tf 

>-4-^;i/ s if y * 5 -w;k 3 yu tr;w 4-7j;i/#*- 
*/7*^;k 4 - ^•;i/7' ^ j #;i/*=;i/7*^;K 5-y^f^7?;*ji/*z 
;i/^->^;i/, ^^;i/^-^ri/^^;i/ s x.?-fy***/*?n,^ ^m**i/3L?)],, 
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S> ;* *)\>T X J x tf »J > - 4 - W ;v - ^ £ fett * D i/ ;v ^ . 

(R% R b , R«, R d ) = (H, H, H, H), (H, H, H, CI), (H, H, H, F), (H, H, H, CF 3 ), (H, H, H, 
Br), (H, H, H, Me), (H, H, F, H), (H, H, F, CI), (H, H, F, F), (H, H, F, CF 3 ), (H, H, F, 
Br), (H, H, F, Me), (H, H, CI, H), (H, H, CI, CI), (H, H, CI, F), (H, H, CI, CF 3 ), (H, H, 
CI, Br), (H, H, CI, Me), (H, H, Me, H), (H, H, Me, CI), (H, H, Me, F), (H, H, Me, CF 3 ), 
(H, H, Me, Br), (H, H, Me, Me), (H, H, Et, H), (H, H, Et, CI), (H, H, Et, F), (H, H, Et, 
CF 3 ), (H, H, Et, Br), (H, H, Et, Me), (H, H, n-Pr, H), (H, H, n-Pr, CI), (H, H, n-Pr, F), 
(H, H, n-Pr, CF 3 ), (H, H, n-Pr, Br), (H, H, n-Pi, Me), (H, H, c-Pr, H), (H, H, c-Pr, CI), 
(H, H, c-Pr, F), (H, H, c-Pr, CF 3 ), (H, H, c-Pr, Br), (H, H, c-Pr, Me), (H, H, i-Pr, H), (H, 
H, i-Pr, CI), (H, H, i-Pr, F), (H, H, i-Pr, CF 3 ), (H, H, i-Pr, Br), (H, H, i-Pr, Me), (H, H, 
n-Bu, H), (H, H, n-Bu, CI), (H, H, n-Bu, F), (H, H, n-Bu, CF 3 ), (H, H, n-Bu, Br), (H, H, 
n-Bu, Me), (H, H, i-Bu, H), (H, H, i-Bu, CI), (H, H, i-Bu, F), (H, H, i-Bu, CF 3 ), (H, H, 
i-Bu, Br), (H, H, i-Bu, Me), (H, H, sec-Bu, H), (H, H, sec-Bu, CI), (H, H, sec-Bu, F), (H, 
H, sec-Bu, CF 3 ), (H, H, sec-Bu, Br), (H, H, sec-Bu, Me), (H, H, n-Pen, H), (H, H, n-Pen, 
CI), (H, H, n-Pen, F), (H, H, n-Pen, CF 3 ), (H, H, n-Pen, Br), (H, H, n-Pen, Me), (H, H, 
c-Pen, H), (H, H, c-Pen, CI), (H, H, c-Pen, F), (H, H, c-Pen, CF 3 ), (H, H, c-Pen, Br), (H, 
H, c-Pen, Me), (H, H, n-Hex, H), (H, H, n-Hex, CI), (H, H, n-Hex, F), (H, H, n-Hex, 
CF 3 ), (H, H, n-Hex, Br), (H, H, n-Hex, Me), (H, H, c-Hex, H), (H, H, c-Hex, CI), (H, H, 
c-Hex, F), (H, H, c-Hex, CF 3 ), (H, H, c-Hex, Br), (H, H, c-Hex, Me), (H, H, OH, H), (H, 
H, OH, CI), (H, H, OH, F), (H, H, OH, CF 3 ), (H, H, OH, Br), (H, H, OH, Me), (H, H, 
MeO, H), (H, H, MeO, CI), (H, H, MeO, F), (H, H, MeO, CF 3 ), (H, H, MeO, Br), (H, H, 
MeO, Me), (H, H, EtO, H), (H, H, EtO, CI), (H, H, EtO, F), (H, H, EtO, CF 3 ), (H, H, 
EtO, Br), (H, H, EtO, Me), (H, H, n-PrO, H), (H, H, n-PrO, CI), (H, H, n-PrO, F), (H, H, 
n-PrO, CF 3 ), (H, H, n-PrO, Br), (H, H, n-PrO, Me), (H, H, PhO, H), (H, H, PhO, CI), (H, 
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H, PhO, F), (H, H, PhO, CF 3 ), (H, H, PhO, Br), (H, H, PhO, Me), (H, H, BnO, H), (H, H, 
BnO, CI), (H, H, BnO, F), (H, H, BnO, CF 3 ), (H, H, BnO, Br), (H, H, BnO, Me), (H, H, 
PhCH 2 CH 2 0, H), (H, H, PhCH 2 CH 2 0, CI), (H, H, PhCH 2 CH 2 0, F), (H, H, PhCH 2 CH 2 0, 
CF 3 ), (H, H, PhCH 2 CH 2 0, Br), (H, H, PhCH 2 CH 2 0, Me), (H, H, CF 3 , H), (H, H, CF 3 , CI), 
(H, H, CF 3 , F), (H, H, CF 3 , CF 3 ), (H, H, CF 3 , Br), (H, H, CF 3 , Me), (H, H, CF 3 0, H), (H, 
H, CF 3 0, CI), (H, H, CF 3 0, F), (H, H, CF 3 0, CF 3 ), (H, H, CF a O, Br), (H, H, CF 3 0, Me), 
(H, H, Ph, H), (H, H, Ph, CI), (H, H, Ph, F), (H, H, Ph, CF 3 ), (H, H, Ph, Br), (H, H, Ph, 
Me), (H, H, 4-F-Ph, H), (H, H, 4-F-Ph, CI), (H, H, 4-F-Ph, F), (H, H, 4-F-Ph, CF 3 ), (H, 
H, 4-F-Ph, Br), (H, H, 4-F-Ph, Me), (H, H, 4-CF 3 -Ph, H), (H, H, 4-CF 3 -Ph, CI), (H, H, 
4-CF 3 -Ph, F), (H, H, 4-CF 3 -Ph, CF 3 ), (H, H, 4-CF 3 -Ph, Br), (H, H, 4-CF 3 -Ph, Me), (H, H, 
4-(Me) 2 N-Ph, H), (H, H, 4-(Me) 2 N-Ph, CI), (H, H, 4-(Me) 2 N-Ph, F), (H, H, 4-(Me) 2 N- 
Ph, CF 3 ), (H, H, 4-(Me) 2 N-Ph, Br), (H, H, 4-(Me) 2 N-Ph, Me), (H, H, 4-OH-Ph, H), (H, 
H, 4-OH-Ph, CI), (H, H, 4-OH-Ph, F), (H, H, 4-OH-Ph, CF 3 ), (H, H, 4-OH-Ph, Br), (H, 
H, 4-OH-Ph, Me), (H, H, 3,4-di-F-Ph, H), (H, H, 3,4-di-F-Ph, CI), (H, H, 3,4-di-F-Ph, 
F), (H, H, 3,4-di-F-Ph, CF 3 ), (H, H, 3,4-di-F-Ph, Br), (H, H, 3,4-di-F-Ph, Me), (H, H, 
4-COOH-Ph, H), (H, H, 4-COOH-Ph, CI), (H, H, 4-COOH-Ph, F), (H, H, 4-COOH-Ph, 
CF 3 ), (H, H, 4-COOH-Ph, Br), (H, H, 4-COOH-Ph, Me), (H, H, Bn, H), (H, H, Bn, CI), 
(H, H, Bn, F), (H, H, Bn, CF 3 ), (H, H, Bn, Br), (H, H, Bn, Me), (H, H, 4-F-Bn, H), (H, H, 
4-F-Bn, CI), (H, H, 4-F-Bn, F), (H, H, 4-F-Bn, CF 3 ), (H, H, 4-F-Bn, Br), (H, H, 4-F-Bn, 
Me), (H, H, 2-Py, H), (H, H, 2-Py, CI), (H, H, 2-Py, F), (H, H, 2-Py, CF 3 ), (H, H, 2-Vy, 
Br), (H, H, 2-Py, Me), (H, H, 3-Py, H), (H, H, 3-Py, CI), (H, H, 3-Py, F), (H, H, 3-Py, 
CF 3 ), (H, H, 3-Py, Br), (H, H, 3-Py, Me), (H, H, 4-Py, H), (H, H, 4-Py, CI), (H, H, 4-Py, 
F), (H, H, 4-Py, CF 3 ), (H, H, 4-Py, Br), (H, H, 4-Py, Me), (H, H, 2-Th, H), (H, H, 2-Th, 
CI), (H, H, 2-Th, F), (H, H, 2-Th, CF 3 ), (H, H, 2-Th, Br), (H, H, 2-Th, Me), (H, H, 3-Th, 
H), (H, H, 3-Th, CI), (H, H, 3-Th, F), (H, H, 3-Th, CF 3 ), (H, H, 3-Th, Br), (H, H, 3-Th, 
Me), (H, H, Pyrazol-2-yl, H), (H, H, Pyrazol-2-yl, CI), (H, H, Pyrazol-2-yl, F), (H, H, 
Pyrazol-2-yl, CF 3 ), (H, H, Pyrazol-2-yl, Br), (H, H, Pyrazol-2-yl, Me), (H, H, Pyrazol- 
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3-yl, H), (H, H, Pyrazol-3-yl, CI), (H, H, Pyrazol-3-yl, F), (H, H, Pyrazol-3-yl, CF 3 ), (H, 
H, Pyiazol-3-yl, Br), (H, H, Pyiazol-3-yl, Me), (H, H, pyrimidin-2-yl, H), (H, H, 
pyrimidin-2-yl, CI), (H, H, pyrimidin-2-y], F), (H, H, pyrimidin-2-yl, CF 3 ), (H, H, 
pyiimidin-2-yl, Br), (H, H, pyrimidin-2-yl, Me), (H, H, pyrimidin-4-yl, H), (H, H, 
pyrimidiH-4-yl, CI), (H, H, pyrimidin-4-yl, F), (H, H, pyrimidin-4-yl, CF 3 ), (H, H, 
pyrimidin-4-yl, Br), (H, H, pyrimidin-4-yl, Me), (H, H, pyrimidin-5-yl, H), (H, H, 
pyrimidin-5-yl, CI), (H, H, pyrimidin-5-yl, F), (H, H, pyrimidin-5-yl, CF 3 ), (H, H, 
pyrimidin-5-yl, Br), (H, H, pyrimidin-5-yl, Me), (H, H, HOOCCH 2 CH 2 CH 2 , H), (H, H, 
HOOCCH 2 CH 2 CH 2 , CI), (H, H, HOOCCH 2 CH 2 CH 2 , F), (H, H, HOOCCH 2 CH 2 CH 2 , CF 3 ), 
(H, H, HOOCCH 2 CH 2 CH 2 , Br), (H, H, HOOCCH 2 CH 2 CH 2 , Me), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (H, H, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (H, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2> Br), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
MeOCH 2 , H), (H, H, MeOCH 2 , CI), (H, H, MeOCH 2 , F), (H, H, MeOCH 2> CF 3 ), (H, H, 
MeOCH 2 , Br), (H, H, MeOCH 2 , Me), (H, H, EtOCH 2 , H), (H, H, EtOCH 2 , CI), (H, H, 
EtOCH 2 , F), (H, H, EtOCH 2 , CF 3 ), (H, H, EtOCH 2 , Br), (H, H, EtOCH 2 , Me), (H, H, 
EtOCH 2 CH 2 , H), (H, H, EtOCH 2 CH 2> CI), (H, H, EtOCH 2 CH 2 , F), (H, H, EtOCH 2 CH 2 , 
CF 3 ), (H, H, EtOCH 2 CH 2 , Br), (H, H, EtOCH 2 CH 2 , Me), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
H), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (H, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, H, MeOCH 2 CH 2 OCH 2 CH 2) Br), (H, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, H, MeOCH 2 CH 2 , H), (H, H, MeOCH 2 CH 2 , CI), (H, H, 

62 



WO 02/059099 



PCT/JP02/00546 



MeOCH 2 CH 2 , F), (H, H, MeOCH 2 CH 2) CF 3 ), (H, H, MeOCH 2 CH 2 , Br), (H, H, 
MeOCH 2 CH 2 , Me), (H, H, HOCH 2 , H), (H, H, HOCH 2) CI), (H, H, HOCH 2> F), (H, H, 
HOCH 2 , CF 3 ), (H, H, HOCH 2 , Br), (H, H, HOCH 2 , Me), (H, H, HOCH 2 CH 2) H), (H, H, 
HOCH 2 CH 2> CI), (H, H, HOCH 2 CH 2 , F), (H, H, HOCH 2 CH 2 , CF 3 ), (H, H, HOCH 2 CH 2) 
5 Br), (H, H, HOCH 2 CH 2 , Me), (H, H, HOCH 2 CH 2 CH 2) H), (H, H, HOCH 2 CH 2 CH 2 , CI), 
(H, H, HOCH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 , CF 3 ), (H, H, HOCH 2 CH 2 CH 2 , Br), 
(H, H, HOCH 2 CH 2 CH 2 , Me), (H, H, HOCH 2 CH 2 CH 2 CH 2 , H), (H, H, HOCH 2 CH 2 CH 2 CH 2 , 
CI), (H, H, HOCH 2 CH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 CH 2) CF 3 ), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 , Br), (H, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (H, H, 

10 HOCH 2 CH 2 CH 2 CH 2 CH 2) H), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2> Br), (H, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, H, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, H, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, H, 

15 HOCH 2 CH 2 OCH 2 CH 2 , Br), (H, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, H, (Me) 2 N, H), (H, H, 
(Me) 2 N, CI), (H, H, (Me) 2 N, F), (H, H, (Me) 2 N, CF 3 ), (H, H, (Me) 2 N, Br), (H, H, 
(Me) 2 N, Me), (H, H, piperidin-4-yl-methyl, H), (H, H, piperidin-4-yl-methyl, CI), (H, H, 
piperidin-4-yl-methyl, F), (H, H, piperidin-4-yl-methyl, CF 3 ), (H, H, piperidin-4-yl- 
methyl, Br), (H, H, piperidin-4-yl-methyl, Me), (H, H, cyclohexylmethyl, H), (H, H, 

20 cyclohexylmethyl, CI), (H, H, cyclohexylmethyl, F), (H, H, cyclohexylmethyl, CF 3 ), (H, 
H, cyclohexylmethyl, Br), (H, H, cyclohexylmethyl, Me), (H, F, H, H), (H, F, H, CI), (H, 
F, H, F), (H, F, H, CF 3 ), (H, F, H, Br), (H, F, H, Me), (H, F, F, H), (H, F, F, CI), (H, F, 
F, F), (H, F, F, CF 3 ), (H, F, F, Br), (H, F, F, Me), (H, F, CI, H), (H, F, CI, CI), (H, F, CI, 
F), (H, F, CI, CF 3 ), (H, F, CI, Br), (H, F, CI, Me), (H, F, Me, H), (H, F, Me, CI), (H, F, 

25 Me, F), (H, F, Me, CF 3 ), (H, F, Me, Br), (H, F, Me, Me), (H, F, Et, H), (H, F, Et, CI), (H, 
F, Et, F), (H, F, Et, CF 3 ), (H, F, Et, Br), (H, F, Et, Me), (H, F, n-Pr, H), (H, F, n-Pr, CI), 
(H, F, n-Pr, F), (H, F, n-Pr, CF 3 ), (H, F, n-Pr, Br), (H, F, n-Pr, Me), (H, F, c-Pr, H), (H, 
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F, c-Pr, CI), (H, F, c-Pr, F), (H, F, c-Pr, CF,), (H, F, c-Pr, Br), (H, F, c-Pr, Me), (H, F, 
i-Pr, H), (H, F, i-Pr, CI), (H, F, i-Pr, F), (H, F, i-Pr, CF 3 ), (H, F, i-Pr, Br), (H, F, i-Pr, 
Me),'(H, F, n-Bu, H), (H, F, n-Bu, CI), (H, F, n-Bu, F), (H, F, n-Bu, CF 3 ), (H, F, n-Bu, 
Br), (H, F, n-Bu, Me), (H, F, i-Bu, H), (H, F, i-Bu, CI), (H, F, i-Bu, F), (H, F, i-Bu, 
CF 3 ), (H, F, i-Bu, Br), (H, F, i-Bu, Me), (H, F, sec-Bu, H), (H, F, sec-Bu, CI), (H, F, 
sec-Bu, F), (H, F, sec-Bu, CF 3 ), (H, F, sec-Bu, Br), (H, F, sec-Bu, Me), (H, F, n-Pen, H), 
(H, F, n-Pen, CI), (H, F, n-Pen, F), (H, F, n-Pen, CF 3 ), (H, F, n-Pen, Br), (H, F, n-Pen, 
Me), (H, F, c-Pen, H), (H, F, c-Pen, CI), (H, F, c-Pen, F), (H, F, c-Pen, CF 3 ), (H, F, c- 
Pen, Br), (H, F, c-Pen, Me), <H, F, n-Hex, H), (H, F, n-Hex, CI), (H, F, n-Hex, F), (H, F, 
n-Hex, CF 3 ), (H, F, n-Hex, Br), (H, F, n-Hex, Me), (H, F, c-Hex, H), (H, F, c-Hex, CI), 
(H, F, c-Hex, F), (H, F, c-Hex, CF 3 ), (H, F, c-Hex, Br), (H, F, c-Hex, Me), (H, F, OH, 
H), (H, F, OH, CI), (H, F, OH, F), (H, F, OH, CF 3 ), (H, F, OH, Br), (H, F, OH, Me), (H, 
F, MeO, H), (H, F, MeO, CI), (H, F, MeO, F), (H, F, MeO, CF 3 ), (H, F, MeO, Br), (H, F, 
MeO, Me), (H, F, EtO, H), (H, F, EtO, CI), (H, F, EtO, F), (H, F, EtO, CF 3 ), (H, F, EtO, 
Br), (H, F, EtO, Me), (H, F, n-PrO, H), (H, F, n-PrO, CI), (H, F, n-PrO, F), (H, F, n-PrO, 
CF 3 ), (H, F, n-PrO, Br), (H, F, n-PrO, Me), (H, F, PhO, H), (H, F, PhO, CI), (H, F, PhO, 
F), (H, F, PhO, CF 3 ), (H, F, PhO, Br), (H, F, PhO, Me), (H, F, BnO, H), (H, F, BnO, CI), 
(H, F, BnO, F), (H, F, BnO, CF 3 ), (H, F, BnO, Br), (H, F, 3nO, Me), (H, F, PhCH 2 CH 2 0, 
H), (H, F, PhCH 2 CH 2 0, CI), (H, F, PhCH 2 CH 2 0, F), (H, F, PhCH 2 CH 2 0, CF 3 ), (H, F, 
PhCH 2 CH 2 0, Br), (H, F, PhCH 2 CH 2 0, Me), (H, F, CF 3 , H), (H, F, CF 3 , CI), (H, F, CF 3 , 
F), (H, F, CF 3 , CF 3 ), (H, F, CF 3 , Br), (H, F, CF 3 , Me), (H, F, CF 3 0, H), (H, F, CF 3 0, CI), 
(H, F, CF 3 0, F), (H, F, CF 3 0, CF 3 ), (H, F, CF 3 0, Br), (H, F, CF 3 0, Me), (H, F, Ph, H), 
(H, F, Ph, CI), (H, F, Ph, F), (H, F, Ph, CF 3 ), (H, F, Ph, Br), (H, F, Ph, Me), (H, F, 4- 
F-Ph, H), (H, F, 4-F-Ph, CI), (H, F, 4-F-Ph, F), (H, F, 4-F-Ph, CF 3 ), (H, F, 4-F-Ph, Br), 
(H, F, 4-F-Ph, Me), (H, F, 4-CF 3 -Ph, H), (H, F, 4-CF 3 -Ph, CI), (H, F, 4-CF 3 -Ph, F), (H, 
F, 4-CF 3 -Ph, CF 3 ), (H, F, 4-CF 3 -Ph, Br), (H, F, 4-CF 3 -Ph, Me), (H, F, 4-(Me) 2 N-Ph, H), 
(H, F, 4-(Me) 2 N-Ph, CI), (H, F, 4-(Me) 2 N-Ph, F), (H, F, 4-(Me) 2 N-Ph, CF 3 ), (H, F, 4- 
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(Me) 2 N-Ph, Br), (H, F, 4-(Me) 2 N-Ph, Me), (H, F, 4-OH-Ph, H), (H.-F, 4-OH-Ph, CI), (H, 
F, 4-OH-Ph, F), (H, F, 4-OH-Ph, CF 3 ), (H, F, 4-OH-Ph, Br), (H, F, 4-OH-Ph, Me), (H, F, 
3,4-di-F-Ph, H), (H, F, 3,4-di-F-Ph, CI), (H, F, 3,4-di-F-Ph, F), (H, F, 3,4-di-F-Ph, CF 3 ), 
(H, F, 3,4-di-F-Ph, Br), (H, F, 3,4-di-F-Ph, Me), (H, F, 4-COOH-Ph, H), (H, F, 4- 
COOH-Ph, CI), (H, F, 4-COOH-Ph, F), (H, F, 4-COOH-Ph, CF 3 ), (H, F, 4-COOH-Ph, 
Br), (H, F, 4-COOH-Ph, Me), (H, F, Bn, H), (H, F, Bn, CI), (H, F, Bn, F), (H, F, Bn, 
CF 3 ), (H, F, Bn, Br), (H, F, Bn, Me), (H, F, 4-F-Bn, H), (H, F, 4-F-Bn, CI), (H, F, 4-F- 
Bn, F), (H, F, 4-F-Bn, CF 3 ), (H, F, 4-F-Bn, Br), (H, F, 4-F-Bn, Me), (fi, F, 2-Py, H), (H, 
F, 2-Py, CI), (H, F, 2-Py, F), (H, F, 2-Py, CF 3 ), (H, F, 2-Py, Br), (H, F, 2-Py, Me), (H, F, 
3-Py, H), (H, F, 3-Py, CI), (H, F, 3-Py, F), (H, F, 3-Py, CF 3 ), (H, F, 3-Py, Br), (H, F, 

3- Py, Me), (H, F, 4-Py, H), (H, F, 4-Py, CI), (H, F, 4-Py, F), (H, F, 4-Py, CF 3 ), (H, F, 

4- Py, Br), (H, F, 4-Py, Me), (H, F, 2-Th, H), (H, F, 2-Th, CI), (H, F, 2-Th, F), (H, F, 

2- Th, CF 3 ), (H, F, 2-Th, Br), (H, F, 2-Th, Me), (H, F, 3-Th, H), (H, F, 3-Th, CI), (H, F, 

3- Th, F), (H, F, 3-Th, CF 3 ), (H, F, 3-Th, Br), (H, F, 3-Th, Me), (H, F, Pyrazol-2-yl, H), 
(H, F, Pyrazol-2-yl, CI), (H, F, Pyrazol-2-yl, F), (H, F, Pyrazol-2-yl, CF 3 ), (H, F, 
Pyrazol-2-yl, Br), (H, F, Pyrazol-2-yl, Me), (H, F, Pyrazol-3-yl, H), (H, F, Pyrazol-3-yl, 
CI), (H, F, Pyrazol-3-yl, F), (H, F, Pyrazol-3-yI, CF 3 ), (H, F, Pyrazol-3-yl, Br), (H, F, 
Pyrazol-3-yl, Me), (H, F, pyrimidin-2-yl, H), (H, F, pyrimidin-2-yl, CI), (H, F, 
pyrimidin-2-yl, F), (H, F, pyrimidin-2-yl, CF 3 ), (H, F, pyrimidin-2-yl, Br), (H, F, 
pyrimidin-2-yl, Me), (H, F, pyrimidin-4-yl, H), (H, F, pyrimidin-4-yl, CI), (H, F, 
pyrimidin-4-yI, F), (H, F, pyrimidin-4-yl, CF 3 ), (H, F, pyrimidin-4-yl, Br), (H, F, 
pyrimidin-4-yl, Me), (H, F, pyrimidin-5-yl, H), (H, F, pyrimidin-5-yl, CI), (H, F, 
pyrimidin-5-yl, F), (H, F, pyrimidin-5-yl, CF 3 ) ; (H, F, pyrimidin-5-yl, Br), (H, F, 
pyrimidin-5-yl, Me), (H, F, HOOCCH 2 CH 2 CH 2 , H), (H, F, HOOCCH 2 CH 2 CH 2 , CI), (H, 
F, HOOCCH 2 CH 2 CH 2 , F), (H, F, HOOCCH 2 CH 2 CH 2 , CF 3 ), (H, F, HOOCCH 2 CH 2 CH 2 , 
Br), (H, F, HOOCCH 2 CH 2 CH 2 , Me), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , F), (H, F, 
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HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (H, F, 
HOOCCH 2 CH 2 CH 2 CH 2> Me), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2) H), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2> Br), (H, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, F, MeOCH 2 , H), (H, F, MeOCH 2 , CI), (H, F, 
MeOCH 2 , F), (H, F, MeOCH 2 , CF 3 ), (H, F, MeOCH 2 , Br), (H, F, MeOCH 2 , Me), (H, F, 
EtOCH 2 , H), (H, F, EtOCH 2 , CI), (H, F, EtOCH 2 , F), (H, F, EtOCH 2 , CF 3 ), (H, F, 
EtOCH 2 , Br), (H, F, EtOCH 2 , Me), (H, F, EtOCH 2 CH 2 , H), (H, F, EtOCH 2 CH 2 , CI), (H, 
F, EtOCH 2 CH 2 , F), (H, F, EtOCH 2 CH 2 , CF 3 ), (H, F, EtOCH 2 CH 2 , Br), (H, F, 
EtOCH 2 CH 2 , Me), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), 
(H, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (H, F, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, F, MeOCH 2 CH 2 , 
H), (H, F, MeOCH 2 CH 2 , CI), (H, F, MeOCH 2 CH 2 , F), (H, F, MeOCH 2 CH 2 , CF 3 ), (H, F, 
MeOCH 2 CH 2 , Br), (H, F, MeOCH 2 CH 2 , Me), (H, F, HOCH 2 , H), (H, F, HOCH 2 , CI), (H, 
F, HOCH 2) F), (H, F, HOCH 2 , CF 3 ), (H, F, HOCH 2 , Br), (H, F, HOCH 2 , Me), (H, F, 
HOCH 2 CH 2 , H), (H, F, HOCH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 , F), (H, F, HOCH 2 CH 2 , CF 3 ), 
(H, F, HOCH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 , Me), (H, F, HOCH 2 CH 2 CH 2 , H), (H, F, 
HOCH 2 CH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 , CF 3 ), (H, F, 
HOCH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 , Me), (H, F, HOCH 2 CH 2 CH 2 CH 2 , H), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 , CI), (H, F, HOCH 2 CH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 CH 2 , 
CF 3 ), (H, F, HOCH 2 CH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 CH 2 CH 2 CH 2) Me), (H, F, 
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HOCH 2 CH 2 OCH 2 CH 2) H),' (H, F, HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, F, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (H, F, HOCH 2 CH 2 OCH 2 CH 2> CF 3 ), (H, F, 
HOCH 2 CH 2 OCH 2 CH 2 , Br), (H, F, HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, F, (Me) 2 N, H), (H, F, 
(Me) 2 N, CI), (H, F, (Me) 2 N, F), (H, F, (Me) 2 N, CF 3 ), (H, F, (Me) 2 N, Br), (H, F, (Me) 2 N, 
Me), (H, F, piperidin-4-yl-methyl, H), (H, F, piperidin-4-yl-methyl, CI), (H, F, 
piperidin-4-yl-methyl, F), (H, F, piperidin-4-yl-methyl, CF 3 ), (H, F, piperidin-4-yl- 
methyl, Br), (H, F, piperidin-4-yl-methyl, Me), (H, F, cyclohexylmethyl, H), (H, F, 
cyclohexylmethyl, CI), (H, F, cyclohexylmethyl, F), (H, F, cyclohexylmethyl, CF 3 ), (H, 
F, cyclohexylmethyl, Br), (H, F, cyclohexylmethyl, Me), (H, CI, H, H), (H, CI, H, CI), 
(H, CI, H, F), (H, CI, H, CF 3 ), (H, CI, H, Br), (H, CI, H, Me), (H, CI, F, H), (H, CI, F, 
CI), (H, CI, F, F), (H, CI, F, CF 3 ), (H, CI, F, Br), (H, CI, F, Me), (H, CI, CI, H), (H, CI, 
CI, CI), (H, CI, CI, F), (H, CI, CI, CF 3 ), (H, CI, CI, Br), (H, CI, CI, Me), (H, CI, Me, H), 
(H, Ci, Me, CI), (H, CI, Me, F), (H, CI, Me, CF 3 ), (H, CI, Me, Br), (H, CI, Me, Me), (H, 
CI, Et, H), (H, CI, Et, CI), (H, CI, Et, F), (H, CI, Et, CF 3 ), (H, CI, Et, Br), (H, CI, Et, 
Me), (H, CI, n-Pr, H), (H, CI, n-Pr, CI), (H, CI, n-Pr, F), (H, CI, n-Pr, CF 3 ), (H, CI, n- 
Pr, Br), (H, CI, n-Pr, Me), (H, CI, c-Pr, H), (H, CI, c-Pr, CI), (H, CI, c-Pr, F), (H, CI, 
c-Pr, CF 3 ), (H, CI, c-Pr, Br), (H, CI, c-Pr, Me), (H, CI, i-Pr, H), (H, CI, i-Pr, CI), (H, CI, 
i-Pr, F), (H, CI, i-Pr, CF 3 ), (H, CI, i-Pr, Br), (H, CI, i-Pr, Me), (H, CI, n-Bu, H), (H, CI, 
n-Bu, CI), (H, CI, n-Bu, F), (H, CI, n-Bu, CF 3 ), (H, CI, n-Bu, Br), (H, CI, n-Bu, Me), (H, 
CI, i-Bu, H), (H, CI, i-Bu, CI), (H, CI, i-Bu, F), (H, CI, i-Bu, CF 3 ), (H, CI, i-Bu, Br), (H, 
CI, i-Bu, Me), (H, CI, sec-Bu, H), (H, CI, sec-Bu, CI), (H, CI, sec-Bu, F), (H, CI, sec- 
Bu, CF 3 ), (H, CI, sec-Bu, Br), (H, CI, sec-Bu, Me), (H, CI, n-Pen, H), (H, CI, n-Pen, CI), 
(H, CI, n-Pen, F), (H, CI, n-Pen, CF 3 ), (H, CI, n-Pen, Br), (H, CI, n-Pen, Me), (H, CI, 
c-Pen, H), (H, CI, c-Pen, CI), (H, CI, c-Pen, F), (H, CI, c-Pen, CF 3 ), (H, CI, c-Pen, Br), 
(H, CI, c-Pen, Me), (H, CI, n-Hex, H), (H, CI, n-Hex, CI), (H, CI, n-Hex, F), (H, CI, n- 
Hex, CF 3 ), (H, CI, n-Hex, Br), (H, CI, n-Hex, Me), (H, CI, c-Hex, H), (H, CI, c-Hex, CI), 
(H, CI, c-Hex, F), (H, CI, c-Hex, CF 3 ), (H, CI, c-Hex, Br), (H, CI, c-Hex, Me), (H, CI, 
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OH, H), (H, CI, OH, CI), (H, CI, OH, F), (H, CI, OH, CF 3 ), (H, CI, OH, Br), (H, CI, OH, 
Me), (H, CI, MeO, H), (H, CI, MeO, CI), (H, CI, MeO, F), (H, CI, MeO, CF 3 ), (H, CI, 
MeO, Br), (H, CI, MeO, Me), (H, CI, EtO, H), (H, CI, EtO, CI), (H, CI, EtO, F), (H, CI, 
EtO, CF 3 ), (H, CI, EtO, Br), (H, CI, EtO, Me), (H, CI, n-PrO, H), (H, CI, n-PrO, CI), (H, 
CI, n-PrO, F), (H, CI, n-PrO, CF 3 ), (H, CI, n-PrO, Br), (H, CI, n-PrO, Me), (H, CI, PhO, 
H), (H, CI, PhO, CI), (H, CI, PhO, F), (H, CI, PhO, CF 3 ), (H, CI, PhO, Br), (H, CI, PhO, 
Me), (H, CI, BnO, H), (H, CI, BnO, CI), (H, CI, BnO, F), (H, CI, BnO, CF 3 ), (H, CI, 
BnO, Br), (H, CI, BnO, Me), (H, CI, PhCH 2 CH 2 0, H), (H, CI, PhCH 2 CH 2 0, CI), (H, CI, 
PhCH 2 CH 2 0, F), (H, CI, PhCH 2 CH 2 0, CF 3 ), (H, CI, PhCH 2 CH 2 0, Br), (H, CI, 
PhCH 2 CH 2 0, Me), (H, CI, CF 3 , H), (H, CI, CF 3 , CI), (H, CI, CF 3 , F), (H, CI, CF 3 , CF 3 ), 
(H, CI, CF 3 , Br), (H, CI, CF 3 , Me), (H, CI, CF 3 0, H), (H, CI, CF 3 0, CI), (H, CI, CF 3 0, 
F), (H, CI, CF 3 0, CF 3 ), (H, CI, CF 3 0, Br), (H, CI, CF 3 0, Me), (H, CI, Ph, H), (H, CI, Ph, 
CI), (H, CI, Ph, F), (H, CI, Ph, CF 3 ), (H, CI, Ph, Br), (H, CI, Ph, Me), (H, CI, 4-F-Ph, H), 
(H, CI, 4-F-Ph, CI), (H, CI, 4-F-Ph, F), (H, CI, 4-F-Ph, CF 3 ), (H, CI, 4-F-Ph, Br), (H, CI, 
4-F-Ph, Me), (H, CI, 4-CF 3 -Ph, H), (H, CI, 4-CF 3 -Ph, CI), (H, CI, 4-CF 3 -Pfa, F), (H, CI, 
4-CF 3 -Ph, CF 3 ), (H, CI, 4-CF 3 -Ph, Br), (H, CI, 4-CF 3 -Ph, Me), (H, CI, 4-(Me) 2 N-Ph, H), 
(H, CI, 4-(Me) 2 N-Ph, CI), (H, CI, 4-(Me) 2 N-Ph, F), (H, CI, 4-(Me) 2 N-Ph, CF 3 ), (H, CI, 
4-(Me) 2 N-Ph, Br), (H, CI, 4-(Me) 2 N-Ph, Me), (H, CI, 4-OH-Ph, H), (H, CI, 4-OH-Ph, 
CI), (H, CI, 4-OH-Ph, F), (H, CI, 4-OH-Ph, CF 3 ), (H, CI, 4-OH-Ph, Br), (H, CI, 4-OH- 
Ph, Me), (H, CI, 3,4-di-F-Ph, H), (H, CI, 3,4-di-F-Ph, CI), (H, CI, 3,4-di-F-Ph, F), (H, 
CI, 3,4-di-F-Ph, CF 3 ), (H, CI, 3,4-di-F-Ph, Br), (H, CI, 3,4-di-F-Ph, Me), (H, CI, 4- 
COOH-Ph, H), (H, CI, 4-COOH-Ph, CI), (H, CI, 4-COOH-Ph, F), (H, CI, 4-COOH-Ph, 
CF 3 ), (H, CI, 4-COOH-Ph, Br), (H, CI, 4-COOH-Ph, Me), (H, CI, Bn, H), (H, CI, Bn, 
CI), (H, CI, Bn, F), (H, Cl,Bn, CF 3 ), (H, CI, Bn, Br), (H, CI, Bn, Me), (H, CI, 4-F-Bn, 
H), (H, CI, 4-F-Bn, CI), (H, CI, 4-F-Bn, F), (H, CI, 4-F-Bn, CF 3 ), (H, CI, 4-F-Bn, Br), 
(H, CI, 4-F-Bn, Me), (H, CI, 2-Py,.H), (H, CI, 2-Py, CI), (H, CI, 2-Py, F), (H, CI, 2-Py, 
CF 3 ), (H, CI, 2-Py, Br), (H, CI, 2-Py, Me), (H, CI, 3-Py, H), (H, CI, 3-Py, CI), (H, CI, 
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3-Py, F), (H, CI, 3-Py, CF 3 ), (H, CI, 3-Py, Br), (H, CI, 3-Py, Me), (H, CI, 4-Py, H), (H, 
CI, 4-Py, CI), (H, CI, 4-Py, F), (H, CI, 4-Py, CF 3 ), (H, CI, 4-Py, Br), (H, CI, 4-Py, Me), 
(H, CI, 2-Th, H), (H, CI, 2-Th, CI), (H, CI, 2-Th, F), (H, CI, 2-Th, CF 3 ), (H, CI, 2-Th, 
Br), (H, CI, 2-Th, Me), (H, CI, 3-Th, H), (H, CI, 3-Th, CI), (H, CI, 3-Th, F), (H, CI, 3- 
Th, CF 3 ), (H, CI, 3-Th, Br), (H, CI, 3-Th, Me), (H, CI, Pyrazol-2-yl, H), (H, CI, 
Pyrazol-2-yl, CI), (H, CI, Pyrazol-2-yl, F), (H, CI, Pyrazol-2-yl, CF 3 ), (H, CI, Pyrazol- 
2-yl, Br), (H, CI, Pyrazol-2-yl, Me), (H, CI, Pyrazol-3-yl, H), (H, CI, Pyrazol-3-yl, CI), 
(H, CI, Pyrazol-3-yl, F), (H, CI, Pyrazol-3-yl, CF 3 ), (H, CI, Pyrazol-3-yl, Br), (H, CI, 
Pyrazol-3-yl, Me), (H, CI, pyrimidin-2-yl, H), (H, CI, pyrimidin-2-yl, CI), (H, CI, 
pyrimidin-2-yl, F), (H, CI, pyrimidin-2-yl, CF 3 ), (H, CI, pyrimidin-2-yl, Br), (H, CI, 
pyrimidin-2-yl, Me), (H, CI, pyrimidin-4-yl, H), (H, CI, pyrimidin-4-yl, CI), (H, CI, 
pyrimidin-4-yl, F), (H, CI, pyrimidin-4-yl, CF 3 ), (H, CI, pyrimidin-4-yl, Br), (H, CI, 
pyrimidin-4-yl, Me), (H, CI, pyrimidin-5-yl, H), (H, CI, pyrimidin-5-yl, CI), (H, CI, 
pyrimidin-5-yl, F), (H, CI, pyrimidin-5-yl, CF 3 ), (H, CI, pyrimidin-5-yl, Br), (H, CI, 
pyrimidin-5-yl, Me), (H, CI, HOOCCH 2 CH 2 CH 2 , H), (H, CI, HOOCCH 2 CH 2 CH 2 , CI), (H, 
CI, HOOCCH 2 CH 2 CH 2 , F), (H, CI, HOOCCH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOOCCH 2 CH 2 CH 2 , 
Br), (H, CI, HOOCCH 2 CH 2 CH 2 , Me), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, CI, MeOCH 2 , H), (H, CI, MeOCH 2 , CI), (H, 
CI, MeOCH 2 , F), (H, CI, MeOCH 2 , CF 3 ), (H, CI, MeOCH 2 , Br), (H, CI, MeOCH 2 , Me), 
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(H, CI, EtOCH 2l H), (H, CI, EtOCH 2 , CI), (H, CI, EtOCH 2> F), (H, CI, EtOCH 2 , CF 3 ), (H, 
CI, EtOCH 2 , Br), (H, CI, EtOCH 2 , Me), (H, CI, EtOCH 2 CH 2 , H), (H, CI, EtOCH 2 CH 2 , 
CI), (H, CI, EtOCH 2 CH 2 , F), (H, CI, EtOCH 2 CH 2 , CF 3 ), (H, CI, EiOCH 2 CH 2 , Br), (H, CI, 
EtOCH 2 CH 2 , Me), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , H), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (H, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (H, CI, MeOCH 2 CH 2 , 
H), (H, CI, MeOCH 2 CH 2 , CI), (H, CI, MeOCH 2 CH 2 , F), (H, CI, MeOCH 2 CH 2 , CF 3 ), (H, 
CI, MeOCH 2 CH 2 , Br), (H, CI, MeOCH 2 CH 2 , Me), (H, CI, HOCH 2 , H), (H, CI, HOCH 2 , 
CI), (H, CI, HOCH 2 , F), (H, CI, HOCH 2 , CF 3 ), (H, CI, HOCH 2 , Br), (H, CI, HOCH 2 , Me), 
(H, CI, HOCH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 , Br), (H, CI, HOCH 2 CH 2 , Me), (H, CI, 
HOCH 2 CH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 , Br), (H, CI, HOCH 2 CH 2 CH 2 , Me), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 , H), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , 
F), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , H), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , F), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (H, CI, HOCH 2 CH 2 OCH 2 CH 2 , Br), (H, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (H, CI, (Me) 2 N, H), (H, CI, (Me) 2 N, CI), (H, CI, (Me) 2 N, F), 
(H, CI, (Me) 2 N, CF 3 ), (H, CI, (Me) 2 N, Br), (H, CI, (Me) 2 N, Me), (H, CI, piperidin-4- 
yl-methyl, H), (H, CI, piperidin-4-yl-methyl, CI), (H, CI, piperidin-4-yl-methyl, F), (H, 
CI, piperidin-4-yl-methyl, CF 3 ), (H, CI, piperidin-4-yl-methyl, Br), (H, CI, piperidin- 
4-yl-methyl, Me), (H, CI, cyclohexylmethyl, H), (H, CI, cyclohexylmethyl, CI), (H, CI, 
cyclohexylmethyl, F), (H, CI, cyclohexylmethyl, CF 3 ), (H, CI, cyclohexylmethyl, Br), 
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(H, CI, cyclohexylmethyl, Me), (F, H, H, H), (F, H, H, CI), (F, H, H, F), (F, H, H, CF 3 ), 
(F, H, H, Br), (F, H, H, Me), (F, H, F, H), (F, H, F, CI), (F, H, F, F), (F, H, F, CF 3 ), (F, 
H, F, Br), (F, H, F, Me), (F, H, CI, H), (F, H, CI, CI), (F, H, CI, F), (F, H, CI, CF 3 ), (F, 
H, CI, Br), (F, H, CI, Me), (F, H, Me, H), (F, H, Me, CI), (F, H, Me, F), (F, H, Me, CF 3 ), 
(F, H, Me, Br), (F, H, Me, Me), (F, H, Et, H), (F, H, Et, CI), (F, H, Et, F), (F, H, Et, 
CF 3 ), (F, H, Et, Br), (F, H, Et, Me), (F, H, n-Pr, H), (F, H, n-Pr, CI), (F, H,n-Pr, F), (F, 
H, n-Pr, CF 3 ), (F, H, n-Pr, Br), (F, H, n-Pr, Me), (F, H, c-Pr, H), (F, H, c-Pr, CI), (F, H, 
c-Pr, F), (F, H, c-Pr, CF 3 ), (F, H, c-Pr, Br), (F, H, c-Pr, Me), (F, H, i-Pr, H), (F, H, i-Pr, 
CI), (F, H, i-Pr, F), (F, H, i-Pr, CF 3 ), (F, H, i-Pr, Br), (F, H, i-Pr, Me), (F, H, n-Bu, H), 
(F, H, n-Bu, CI), (F, H, n-Bn, F), (F, H, n-Bn, CF 3 ), (F, H, n-Bn, Br), (F, H, n-Bn, Me), 
(F, H, i-Bu, H), (F, H, i-Bu, CI), (F, H, i-Bu, F), (F, H, i-Bu, CF 3 ), (F, H, i-Bu, Br), (F, 
H, i-Bu, Me), (F, H, sec-Bu, H), (F, H, sec-Bu, CI), (F, H, sec-Bu, F), (F, H, sec-Bu, 
CF 3 ), (F, H, sec-Bu, Br), (F, H, sec-Bu, Me), (F, H, n-Pen, H), (F, H, n-Pen, CI), (F, H, 
n-Pen, F), (F, H, n-Pen, CF 3 ), (F, H, n-Pen, Br), (F, H, n-Pen, Me), (F, H, c-Pen, H), (F, 
H, c-Pen, CI), (F, H, c-Pen, F), (F, H, c-Pen, CF 3 ), (F, H, c-Pen, Br), (F, H, c-Pen, Me), 
(F, H, n-Hex, H), (F, H, n-Hex, CI), (F, H, n-Hex, F), (F, H, n-Hex, CF 3 ), (F, H, n-Hex, 
Br), (F, H, n-Hex, Me), (F, H, c-Hex, H), (F, H, c-Hex, CI), (F, H, c-Hex, F), (F, H, c- 
Hex, CF 3 ), (F, H, c-Hex, Br), (F, H, c-Hex, Me), (F, H, OH, H), (F, H, OH, CI), (F, H, 
OH, F), (F, H, OH, CF 3 ), (F, H, OH, Br), (F, H, OH, Me), (F, H, MeO, H), (F, H, MeO, 
CI), (F, H, MeO, F), (F, H, MeO, CF 3 ), (F, H, MeO, Br), (F, H, MeO, Me), (F, H, EtO, 
H), (F, H, EtO, CI), (F, H, EtO, F), (F, H, EtO, CF 3 ), (F, H, EtO, Br), (F, H, EtO, Me), 
(F, H, n-PrO, H), (F, H, n-PrO, CI), (F, H, n-PrO, F), (F, H, n-PrO, CF 3 ), (F, H, n-PrO, 
Br), (F, H, n-PrO, Me), (F, H, PhO, H), (F, H, PhO, CI), (F, H, PhO, F), (F, H, PhO, 
CF 3 ), (F, H, PhO, Br), (F, H, PhO, Me), (F, H, BnO, H), (F, H, BnO, CI), (F, H, BnO, F), 
(F, H, BnO, CF 3 ), (F, H, BnO, Br), (F, H, BnO, Me), (F, H, PhCH 2 CH 2 0, H), (F, H, 
PhCH 2 CH 2 0, CI), (F, H, PhCH 2 CH 2 0, F), (F, H, PhCH 2 CH 2 0, CF 3 ), (F, H, PhCH 2 CH 2 0, 
Br), (F, H, PhCH 2 CH 2 0, Me), (F, H, CF 3 , H), (F, H, CF 3) CI), (F, H, CF 3 , F), (F, H, CF 3 , 
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CF 3 ), (F, H, CF 3 , Br), (F, H, CF 3> Me), (F, H, CF 3 0, H), (F, H, CF 3 0, CI), (F, H, CF 3 0, 
F), (F, H, CF 3 0, CF 3 ), (F, H, CF 3 0, Br), (F, H, CF 3 0, Me), (F, H, Ph, H), (F, H, Ph, CI), 
(F, H, Ph, F), (F, H, Ph, CF 3 ), (F, H, Ph, Br), (F, H, Ph, Me), (F, H, 4-F-Ph, H), (F, H, 
4-F-Ph, CI), (F, H, 4-F-Ph, F), (F, H, 4-F-Ph, CF 3 ), (F, H, 4-F-Ph, Br), (F, H, 4-F-Ph, 
Me), (F, H, 4-CF 3 -Ph, H), (F, H, 4-CF 3 -Ph, CI), (F, H, 4-CF 3 -Ph, F), (F, H, 4-CF 3 -Ph, 
CF 3 ), (F, H, 4-CF 3 -Ph, Br), (F, H, 4-CF 3 -Ph, Me), (F, H, 4-(Me) 2 N-Ph, H), (F, H, 4- 
(Me) 2 N-Ph, CI), (F, H, 4-(Me) 2 N-Ph, F), (F, H, 4-(Me) 2 N-Ph, CF 3 ), (F, H, 4-(Me) 2 N-Ph, 
Br), (F, H, 4-(Me) 2 N-Ph, Me), (F, H, 4-OH-Ph, H), (F, H, 4-OH-Ph, CI), (F, H, 4-OH-Ph, 
F), (F, H, 4-OH-Ph, CF 3 ), (F, H, 4-OH-Ph, Br), (F, H, 4-OH-Ph, Me), (F, H, 3,4-di-F-Ph, 
H), (F, H, 3,4-di-F-Ph, CI), (F, H, 3,4-di-F-Ph, F), (F, H, 3,4-di-F-Ph, CF 3 ), (F, H, 3,4- 
di-F-Ph, Br), (F, H, 3,4-di-F-Ph, Me), (F, H, 4-COOH-Ph, H), (F, H, 4-COOH-Ph, CI), 
(F, H, 4-COOH-Ph, F), (F, H, 4-COOH-Ph, CF 3 ), (F, H, 4-COOH-Ph, Br), (F, H, 4- 
COOH-Ph, Me), (F, H, Bn, H), (F, H, Bn, CI), (F, H, Bn, F), (F, H, Bn, CF 3 ), (F, H, Bn, 
Br), (F, H, Bn, Me), (F, H, 4-F-Bn, H), (F, H, 4-F-Bn, CI), (F, H, 4-F-Bn, F), (F, H, 4- 
F-Bn, CF 3 ), (F, H, 4-F-Bn, Br), (F, H, 4-F-Bn, Me), (F, H, 2-Py, H), (F, H, 2-Py, CI), (F, 
H, 2-Py, F), (F, H, 2-Py, CF 3 ), (F, H, 2-Py, Br), (F, H, 2-Py, Me), (F, H, 3-Py, H), (F, H, 

3- Py, CI), (F, H, 3-Py, F), (F, H, 3-Py, CF 3 ), (F, H, 3-Py, Br), (F, H, 3-Py, Me), (F, H, 

4- Py, H), (F, H, 4-Py, CI), (F, H, 4-Py, F), (F, H, 4-Py, CF 3 ), (F, H, 4-Py, Br), (F, H, 
4-Py, Me), (F, H, 2-Th, H), (F, H, 2-Th, CI), (F, H, 2-Th, F), (F, H, 2-Th, CF 3 ), (F, H, 

2- Th, Br), (F, H, 2-Th, Me), (F, H, 3-Th, H), (F, H, 3-Th, CI), (F, H, 3-Th, F), (F, H, 

3- Th, CF 3 ), (F, H, 3-Th, Br), (F, H, 3-Th, Me), (F, H, Pyrazol-2-yl, H), (F, H, Pyrazol- 

2- yl, CI), (F, H, Pyrazol-2-yl, F), (F, H, Pyrazol-2-yl, CF 3 ), (F, H, Pyrazol-2-yl, Br), (F, 
H, Pyrazol-2-yl, Me), (F, H, Pyrazol-3-yl, H), (F, H, Pyrazoi-3-yl, CI), (F, H, Pyrazol- 

3- yl, F), (F, H, Pyrazol-3-yl, CF 3 ), (F, H, Pyrazol-3-yl, Br), (F, H, Pyrazol-3-yl, Me), 
(F, H, pyrimidin-2-yl, H), (F, H, pyrimidin-2-yl, CI), (F, H, pyrimidin-2-yl, F), (F, H, 
pyrimidin-2-yl, CF 3 ), (F, H, pyrimidin-2-yl, Br), (F, H, pyrimidin-2-yl, Me), (F, H, 
pyrimidin-4-yl, H), (F,.H, pyrimidin-4-yl, CI), (F, H, pyrimidin-4-yl, F), (F, H, 
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pyrimidin-4-yl, CF 3 ), (F, H, pyrimidin-4-yl, Br), (F, H, pyrimidin-4-yl, Me), (F, H, 
pyrimidin-5-yl, H), (F, H, pyrimidin-5-yl, CI), (F, H, pyrimidin-5-yl, F), (F, H, 
pyrimidin-5-yl, CF 3 ), (F, H, pyrimidin-5-yl, Br), (F, H, pyrimidin-5-yl, Me), (F, H, 
HOOCCH 2 CH 2 CH 2 , H), (F, H, HOOCCH 2 CH 2 CH 2 , CI), (F, H, HOOCCH 2 CH 2 CH 2 , F), (F, 
H, HOOCCH 2 CH 2 CH 2 , CF 3 ), (F, H, HOOCCH 2 CH 2 CH 2 , Br), (F, H, HOOCCH 2 CH 2 CH 2 , 
Me), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, H, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, H, 
MeOCH 2 , H), (F, H, MeOCH 2 , CI), (F, H, MeOCH 2 , F), (F, H, MeOCH 2 , CF 3 ), (F, H, 
MeOCH 2 , Br), (F, H, MeOCH 2 , Me), (F, H, EtOCH 2 , H), (F, H, EtOCH 2 , CI), (F, H, 
EtOCH 2 , F), (F, H, EtOCH 2 , CF 3 ), (F, H, EtOCH 2 , Br), (F, H, EtOCH 2 , Me), (F, H, 
EtOCH 2 CH 2> H), (F, H, EtOCH 2 CH 2 , CI), (F, H, EtOCH 2 CH 2 , F), (F, H, EtOCH 2 CH 2 , 
CF 3 ), (F, H, EtOCH 2 CH 2 , Br), (F, H, EtOCH 2 CH 2 , Me), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , 
H), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, H, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, H, MeOCH 2 CH 2 , H), (F, H, MeOCH 2 CH 2 , CI), (F, H, 
MeOCH 2 CH 2 , F), (F, H, MeOCH 2 CH 2 , CF 3 ), (F, H, MeOCH 2 CH 2 , Br), (F, H, 
MeOCH 2 CH 2 , Me), (F, H, HOCH 2 , H), (F, H, HOCH 2 , CI), (F, H, HOCH 2 , F), (F, H, 
HOCH 2 , CF 3 ), (F, H, HOCH 2 , Br), (F, H, HOCH 2 , Me), (F, H, HOCH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 , F), (F, H, HOCH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 , 
Br), (F, H, HOCH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 , H), (F, H, HOCH 2 CH 2 CH 2 , CI), (F, 
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H, HOCH 2 CH 2 CH 2 , F), (F, H, HOCH 2 CH 2 CH 2) CF 3 ), (F, H, HOCH 2 CH 2 CH 2> Br), (F, H, 
HOCH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 CH 2 , H), (F, H, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, 
H, HOCH 2 CH 2 CH 2 CH 2 , F), (F, H, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, H, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (F, H, HOCH 2 CH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2> CF 3 ), (F, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , 
CF 3 ), (F, H, HOCH 2 CH 2 OCH 2 CH 2> Br), (F, H, HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, H, 
(Me) 2 N; H), (F, H, (Me) 2 N, CI), (F, H, (Me) 2 N, F), (F, H, (Me) 2 N, CF 3 ), (F, H, (Me) 2 N, 
Br), (F, H, (Me) 2 N, Me), (F, H, piperidin-4-yl-methyl, H), (F, H, piperidin-4-yl-methyl, 
CI), (F, H, piperidin-4-yl-methyl, F), (F, H, piperidin-4-yl-methyl, CF 3 ), (F, H, 
piperidin-4-yl-methyl, Br), (F, H, piperidin-4-yl-methyl, Me), (F, H, cyclohexylmethyl, 
H), (F, H, cyclohexylmethyl, CI), (F, H, cyclohexylmethyl, F), (F, H, cyclohexylmethyl, 
CF 3 ), (F, H, cyclohexylmethyl, Br), (F, H, cyclohexylmethyl, Me), (F, F, H, H), (F, F, H, 
CI), (F, F, H, F), (F, F, H, CF 3 ), (F, F, H, Br), (F, F, H, Me), (F, F, F, H), (F, F, F, CI), 
(F, F, F, F), (F, F, F, CF 3 ), (F, F, F, Br), (F, F, F, Me), (F, F, CI, H), (F, F, CI, CI), (F, F, 
CI, F), (F, F, CI, CF 3 ), (F, F, CI, Br), (F, F, CI, Me), (F, F, Me, H), (F, F, Me, CI), (F, F, 
Me, F), (F, F, Me, CF 3 ), (F, F, Me, Br), (F, F, Me, Me), (F, F, Et, H), (F, F, Et, CI), (F, 
F, Et, F), (F, F, Et, CF 3 ), (F, F, Et, Br), (F, F, Et, Me), (F, F, n-Pr, H), (F, F, n-Pr, CI), 
(F, F, n-Pr, F), (F, F, n-Pr, CF 3 ), (F, F, n-Pr, Br), (F, F, n-Pr, Me), (F, F, c-Pr, H), (F, F, 
c-Pr, CI), (F, F, c-Pr, F), (F, F, c-Pr, CF 3 ), (F, F, c-Pr, Br), (F, F, c-Pr, Me), (F, F, i-Pr, 
H), (F, F, i-Pr, CI), (F, F, i-Pr, F), (F, F, i-Pr, CF 3 ), (F, F, i-Pr, Br), (F, F, i-Pr, Me), (F, 
F, n-Bu, H), (F, F, n-Bu, CI), (F, F, n-Bn, F), (F, F, n-Bu, CF 3 ), (F, F, n-Bu, Br), (F, F, 
n-Bu, Me), (F, F, i-Bu, H), (F, F, i-Bu, CI), (F, F, i-Bu, F), (F, F, i-Bu, CF 3 ), (F, F, i-Bn, 
Br), (F, F, i-Bu, Me), (F, F, sec-Bu, H), (F, F, sec-Bu, CI), (F, F, sec-Bu, F), (F, F, 
sec-Bu, CF 3 ), (F, F, sec-Bu, Br), (F, F, sec-Bu, Me), (F, F, n-Pen, H), (F, F, n-Pen, CI), 
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(F, F, n-Pen, F), (F, F, n-Pen, CF 3 ), (F, F, n-Pen, Br), (F, F, n-Pen, Me), (F, F, c-Pen, H), 
(F, F, c-Pen, CI), (F, F, c-Pen, F), (F, F, c-Pen, CF 3 ), (F, F, c-Pen, Br), (F, F, c-Pen, 
Me), (F, F, n-Hex, H), (F, F, n-Hex, CI), (F, F, n-Hex, F), (F, F, n-Hex, CF 3 ), (F, F, n- 
Hex, Br), (F, F, n-Hex, Me), (F, F, c-Hex, H), (F, F," c-Hex, CI), (F, F, c-Hex, F), (F, F, 
c-Hex, CF 3 ), (F, F, c-Hex, Br), (F, F, c-Hex, Me), (F, F, OH, H), (F, F, OH, CI), (F, F, 
OH, F), (F, F, OH, CF 3 ), (F, F, OH, Br), (F, F, OH, Me), (F, F, MeO, H), (F, F, MeO, 
CI), (F, F, MeO, F), (F, F, MeO, CF 3 ), (F, F, MeO, Br), (F, F, MeO, Me), (F, F, EtO, H), 
(F, F, EtO, CI), (F, F, EtO, F), (F, F, EtO, CF 3 ), (F, F, EtO, Br), (F, F, EtO, Me), (F, F, 
n-PrO, H), (F, F, n-PrO, CI), (F, F, n-PrO, F), (F, F, n-PrO, CF 3 ), (F, F, n-PrO, Br), (F, 
F, n-PrO, Me), (F, F, PhO, H), (F, F, PhO, CI), (F, F, PhO, F), (F, F, PhO, CF 3 ), (F, F, 
PhO, Br), (F, F, PhO, Me), (F, F, BnO, H), (F, F, BnO, CI), (F, F, BnO, F), (F, F, BnO, 
CF 3 ), (F, F, BnO, Br), (F, F, BnO, Me), (F, F, PhCH 2 CH 2 Q, H), (F, F, PhCH 2 CH 2 0, CI), 
(F, F, PhCH 2 CH 2 0, F), (F, F, PhCH 2 CH 2 0, CF 3 ), (F, F, PhCH 2 CH 2 0, Br), (F, F, 
PhCH 2 CH 2 0, Me), (F, F, CF 3 , H), (F, F, CF 3 , CI), (F, F, CF 3 , F), (F, F, CF 3 , CF 3 ), (F, F, 
CF 3 , Br), (F, F, CF 3 , Me), (F, F, CF 3 0, H), (F, F, CF s O, CI), (F, F, CF 3 0, F), (F, F, 
CF 3 0, CF 3 ), (F, F, CF 3 0, Br), (F, F, CF 3 0, Me), (F, F, Ph, H), (F, F, Ph, CI), (F, F, Ph, 
F), (F, F, Ph, CF 3 ), (F, F, Ph, Br), (F, F, Ph, Me), (F, F, 4-F-Ph, H), (F, F, 4-F-Ph, CI), 
(F, F, 4-F-Ph, F), (F, F, 4-F-Ph, CF 3 ), (F, F, 4-F-Ph, Br), (F, F, 4-F-Ph, Me), (F, F, 4- 
CF 3 -Ph, H), (F, F, 4-CF 3 -Ph, CI), (F, F, 4-CF 3 -Ph, F), (F, F, 4-CF 3 -Ph, CF 3 ), (F, F, 4- 
CF 3 -Ph, Br), (F, F, 4-CF 3 -Ph, Me), (F, F, 4-(Me) 2 N-Ph, H), (F, F, 4-(Me) 2 N-Ph, CI), (F, 
F, 4-(Me) 2 N-Ph, F), (F, F, 4-(Me) 2 N-Ph, CF 3 ), (F, F, 4-(Me) 2 N-Ph, Br), (F, F, 4- 
(Me) 2 N-Ph, Me), (F, F, 4-OH-Ph, H), (F, F, 4-OH-Ph, CI), (F, F, 4-OH-Ph, F), (F, F, 
4-OH-Ph, CF 3 ), (F, F, 4-OH-Ph, Br), (F, F, 4-OH-Ph, Me), (F, F, 3,4-di-F-Ph, H), (F, F, 
3,4-di-F-Ph, CI), (F, F, 3,4-di-F-Ph, F), (F, F, 3,4-di-F-Ph, CF 3 ), (F, F, 3,4-di-F-Ph, Br), 
(F, F, 3,4-di-F-Ph, Me), (F, F, 4-COOH-Ph, H), (F, F, 4-COOH-Ph, CI), (F, F, 4- 
COOH-Ph, F), (F, F, 4-COOH-Ph, CF 3 ), (F, F, 4-COOH-Ph, Br), (F, F, 4-COOH-Ph, 
Me), (F, F, Bn, H), (F, F, Bn, CI), (F, F, Bn, F), (F, F, Bn, CF 3 ), (F, F, Bn, Br), (F, F, 
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Bn, Me), (F, F, 4-F-Bn, H), (F, F, 4-F-Bn, CI), (F, F, 4-F-Bn, F), (F, F, 4-F-Bn, CF 3 ), (F, 
F, 4-F-Bn, Br), (F, F, 4-F-Bn, Me), (F, F, 2-Py, H), (F, F, 2-Py, CI), (F, F, 2-Py, F), (F, 
F, 2-Py, CF 3 ), (F, F, 2-Py, Br), (F, F, 2-Py, Me), (F, F, 3TPy, H), (F, F, 3-Py, CI), (F, F, 
3-Py, F), (F, F, 3-Py, CF 3 ), (F, F, 3-Py, Br), (F, F, 3-Py, Me), (F, F, 4-Py, H), (F, F, 4- 
Py, CI), (F, F, 4-Py, F), (F, F, 4-Py, CF 3 ), (F, F, 4-Py, Br), (F, F, 4-Py, Me), (F, F, 2-Th, 
H), (F, F, 2-Th, CJ), (F, F, 2-Th, F), (F, F, 2-Th, CF 3 ), (F, F, 2-Th, Br), (F, F, 2-Th, Me), 
(F, F, 3-Th, H), (F, F, 3-Th, CI), (F, F, 3-Th, F), (F, F, 3-Th, CF 3 ), (F, F, 3-Th, Br), (F, 
F, 3-Th, Me), (F, F, Pyrazol-2-yl, H), (F, F, Pyrazol-2-yl, CI), (F, F, Pyrazol-2-yl, F), 
(F, F, Pyrazol-2-yl, CF 3 ), (F, F, Pyrazol-2-yl, Br), (F, F, Pyrazol-2-yl, Me), (F, F, 
Pyrazol-3-yl, H), (F, F, Pyrazol-3-yl, CI), (F, F, Pyrazol-3-yl, F), (F, F, Pyrazol-3-yl, 
CF 3 ), (F, F, Pyrazol-3-yl, Br), (F, F, Pyrazol-3-yl, Me), (F, F, pyrimidin-2-yl, H), (F, F, 
pyrimidin-2-yI, CI), (F, F, pyrimidin-2-yl, F), (F, F, pyrimidin-2-yl, CF 3 ), (F, F, 
pyrimidin-2-yl, Br), (F, F, pyrimidin-2-yl, Me), (F, F, pyrimidin-4-yl, H), (F, F, 
pyrimidin-4-yl, CI), (F, F, pyrimidin-4-yl, F), (F, F, pyrimidin-4-yl, CF 3 ), (F, F, 
pyrimidin-4-yl, Br), (F, F, pyrimidin-4-yl, Me), (F, F, pyrimidin-5-yl, H), (F, F, 
pyrimidin-5-yl, CI), (F, F, pyrimidin-5-yl, F), (F, F, pyrimidin-5-yl, CF 3 ), (F, F, 
pyrimidin-5-yl, Br), (F, F, pyrimidin-5-yl, Me), (F, F, HOOCCH 2 CH 2 CH 2 , H), (F, F, 
HOOCCH 2 CH 2 CH 2 , CI), (F, F, HOOCCH 2 CH 2 CH 2 , F), (F, F, HOOCCH 2 CH 2 CH 2 , CF 3 ), 
(F, F, HOOCCH 2 CH 2 CH 2 , Br), (F, F, HOOCCH 2 CH 2 CH 2 , Me), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, F, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2l Me), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2> Br), (F, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, F, 
MeOCH 2 , H), (F, F, MeOCH 2> CI), (F, F, MeOCH 2 , F), (F, F, MeOCH 2 , CF 3 ), (F, F, 
MeOCH 2 , Br), (F, F, MeOCH 2) Me), (F, F, EtOCH 2 , H), (F, F, EtOCH 2 , CI), (F, F, 
EtOCH 2 , F), (F, F, EtOCH 2 , CF 3 ), (F, F, EtOCH 2 , Br), (F, F, EtOCH 2) Me), (F, F, 
EtOCH 2 CH 2 , H), (F, F, EtOCH 2 CH 2 , CI), (F, F, EtOCH 2 CH 2 , F), (F, F, EtOCH 2 CH 2 , 
CF 3 ), (F, F, EtOCH 2 CH 2 , Br), (F, F, ElOCH 2 CH 2 , Me), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , H), 
(F, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, F, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, F, MeOCH 2 CH 2 , H), (F, F, MeOCH 2 CH 2 , CI), (F, F, 
MeOCH 2 CH 2 , F), (F, F, MeOCH 2 CH 2 , CF 3 ), (F, F, MeOCH 2 CH 2 , Br), (F, F, 
MeOCH 2 CH 2> Me), (F, F, HOCH 2 , H), (F, F, HOCH 2 , CI), (F, F, HOCH 2 , F), (F, F, 
HOCH 2 , CF 3 ), (F, F, HOCH 2 , Br), (F, F, HOCH 2 , Me), (F, F, HOCH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 , F), (F, F, HOCH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 , Br), 
(F, F, HOCH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 , H), (F, F, HOCH 2 CH 2 CH 2 , CI), (F, F, 
HOCH 2 CH 2 CH 2 , F), (F, F, HOCH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 , Br), (F, F, 
HOCH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 CH 2 , H), (F, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, 
F, HOCH 2 CH 2 CH 2 CH 2 , F), (F, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (F, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, F, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , 
CF 3 ), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (F, F, HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, F, (Me) 2 N, 
H), (F, F, (Me) 2 N, CI), (F, F, (Me) 2 N, F), (F, F, (Me) 2 N, CF 3 ), (F, F, (Me) 2 N, Br), (F, F, 
(Me) 2 N, Me), (F, F, piperidin-4-yl-methyl, H), (F, F, piperidin-4-yl-methyl, CI), (F, F, 
piperidin-4-yl-methyl, F), (F, F, piperidin-4-yI-methyl, CF 3 ), (F, F, piperidin-4-yl- 
methyl, Br), (F, F, piperidin-4-yl-methyl, Me), (F, F, cyclohexylmethyl, H), (F, F, 

77 



WO 02/059099 



PCT/JP02/00546 



cyclohexylmethyl, CI), (F, F, cyclohexylmethyl, F), (F, F, cyclohexylmethyl, CF 3 ), (F, 
F, cyclohexylmethyl, Br), (F, F, cyclohexylmethyl, Me), (F, CI, H, H), (F, CI, H, CI), (F, 
CI, H, F), (F, CI, H, CF 3 ), (F, CI, H, Br), (F, CI, H, Me), (F, CI, F, H), (F, CI, F, CI), (F, 
CI, F, F), (F, CI, F, CF 3 ), (F, CI, F, Br), (F, CI, F, Me), (F, CI, CI, H), (F, CI, CI, CI), (F, 
CI, CI, F), (F, CI, CI, CF 3 ), (F, CI, CI, Br), (F, CI, CI, Me), (F, CI, Me, H), (F, CI, Me, 
CI), (F, CI, Me, F), (F, CI, Me, CF 3 ), (F, CI, Me, Br), (F, CI, Me, Me), (F, CI, Et, H), (F, 
CI, Et, CI), (F, CI, Et, F), (F, CI, Et, CF 3 ), (F, CI, Et, Br), (F, CI, Et, Me), (F, CI, n-Pr, 
H), (F, CI, n-Pr, CI), (F, CI, n-Pr, F), (F, CI, n-Pr, CF 3 ), (F, CI, n-Pr, Br), (F, CI, n-Pr, 
Me), (F, CI, c-Pr, H), (F, CI, c-Pr, CI), (F, CI, c-Pr, F), (F, CI, c-Pr, CF 3 ), (F, CI, c-Pr, 
Br), (F, CI, c-Pr, Me), (F, CI, i-Pr, H), (F, CI, i-Pr, CI), (E, CI, i-Pr, F), (F, CI, i-Pr, 
CF 3 ), (F, CI, i-Pr, Br), (F, CI, i-Pr, Me), (F, CI, n-Bu, H), (F, CI, n-Bu, CI), (F, CI, n-Bu, 
F), (F, CI, n-Bu, CF 3 ), (F, CI, n-Bu, Br), (F, CI, n-Bu, Me), (F, CI, i-Bu, H), (F, CI, i- 
Bu, CI), (F, CI, i-Bu, F), (F, CI, i-Bu, CF 3 ), (F, CI, i-Bu, Br), (F, CI, i-Bu, Me), (F, CI, 
sec-Bu, H), (F, CI, sec-Bu, CI), (F, CI, sec-Bu, F), (F, CI, sec-Bu, CF 3 ), (F, CI, sec-Bu, 
Br), (F, CI, sec-Bu, Me), (F, CI, n-Pen, H), (F, CI, n-Pen, CI), (F, CI, n-Pen, F), (F, CI, 
n-Pen, CF 3 ), (F, CI, n-Pen, Br), (F, CI, n-Pen, Me), (F, CI, c-Pen, H), (F, CI, c-Pen, CI), 
(F, CI, c-Pen, F), (F, CI, c-Pen, CF 3 ), (F, CI, c-Pen, Br), (F, CI, c-Pen, Me), (F, CI, n- 
Hex, H), (F, CI, n-Hex, CI), (F, CI, n-Hex, F), (F, CI, n-Hex, CF 3 ), (F, CI, n-Hex, Br), 
(F, CI, n-Hex, Me), (F, CI, c-Hex, H), (F, CI, c-Hex, CI), (F, CI, c-Hex, F), (F, CI, c- 
Hex, CF 3 ), (F, CI, c-Hex, Br), (F, CI, c-Hex, Me), (F, CI, OH, H), (F, CI, OH, CI), (F, CI, 
OH, F), (F, CI, OH, CF 3 ), (F, CI, OH, Br), (F, CI, OH, Me), (F, CI, MeO, H), (F, CI, 
MeO, CI), (F, CI, MeO, F), (F, CI, MeO, CF 3 ), (F, CI, MeO, Br), (F, CI, MeO, Me), (F, 
CI, EtO, H), (F, CI, EtO, CI), (F, CI, EtO, F), (F, CI, EtO, CF 3 ), (F, CI, EtO, Br), (F, CI, 
EtO, Me), (F, CI, n-PrO, H), (F, CI, n-PrO, CI), (F, CI, n-PrO, F), (F, CI, n-PrO, CF 3 ), 
(F, CI, n-PrO, Br), (F, CI, n-PrO, Me), (F, CI, PhO, H), (F, CI, PhO, CI), (F, CI, PhO, F), 
(F, CI, PhO, CF 3 ), (F, CI, PhO, Br), (F, CI, PhO, Me), (F, CI, BnO, H), (F, CI, BnO, CI), 
(F, CI, BnO, F), (F, CI, BnO, CF 3 ), (F, CI, BnO, Br), (F, CI, BnO, Me), (F, CI, 
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PhCH 2 CH 2 0, H), (F, CI, PhCH 2 CH 2 0, CI), (F, CI, PhCH 2 CH 2 0, F), (F, CI, PhCH 2 CH 2 0, 
CF 3 ), (F, CI, PhCH 2 CH 2 0, Br), (F, CI, PhCH 2 CH 2 0, Me), (F, CI, CF 3) H), (F, CI, CF 3 , 
CI), (F, CI, CF 3 , F), (F, CI, CF 3 , CF 3 ), (F, CI, CF 3 , Br), (F, CI, CF 3 , Me), (F, CI, CF 3 0, 
H), (F, CI, CF 3 0, CI), (F, CI, CF 3 0, F), (F, CI, CF 3 0, CF 3 ), (F, CI, CF 3 0, Br), (F, CI, 
CF 3 0, Me), (F, CI, Ph, H), (F, CI, Ph, CI), (F, CI, Ph, F), (F, CI, Ph, CF 3 ), (F, CI, Ph, 
Br), (F, CI, Ph, Me), (F, CI, 4-F-Ph, H), (F, CI, 4-F-Ph, CI), (F, CI, 4-F-Ph, F), (F, CI, 
4-F-Ph, CF 3 ), (F, CI, 4-F-Ph, Br), (F, CI, 4-F-Ph, Me), (F, CI, 4-CF 3 -Ph, H), (F, CI, 4- 
CF 3 -Ph, CI), (F, CI, 4-CF 3 -Ph, F), (F, CI, 4-CF 3 -Ph, CF 3 ), (F, CI, 4-CF 3 -Ph, Br), (F, CI, 
4-CF 3 -Ph, Me), (F, CI, 4-(Me) 2 N-Ph, H), (F, CI, 4-(Me) 2 N-Ph, CI), (F, CI, 4-(Me) 2 N-Ph, 
F), (F, CI, 4-(Me) 2 N-Ph, CF 3 ), (F, CI, 4-(Me) 2 N-Ph, Br), (F, CI, 4-(Me) 2 N-Ph, Me), (F, 
CI, 4-OH-Ph, H), (F, CI, 4-OH-Ph, CI), (F, CI, 4-OH-Ph, F), (F, CI, 4-OH-Ph, CF 3 ), (F, 
CI, 4-OH-Ph, Br), (F, CI, 4-OH-Ph, Me), (F, CI, 3,4-di-F-Ph, H), (F, CI, 3,4-di-F-Ph, 
CI), (F, CI, 3,4-di-F-Ph, F), (F, CI, 3,4-di-F-Ph, CF 3 ), (F, CI, 3,4-di-F-Ph, Br), (F, CI, 
3,4-di-F-Ph, Me), (F, CI, 4-COOH-Ph, H), (F, CI, 4-COOH-Ph, CI), (F, CI, 4-COOH-Ph, 
F), (F, CI, 4-COOH-Ph, CF 3 ), (F, CI, 4-COOH-Ph, Br), (F, CI, 4-COOH-Ph, Me), (F, CI, 
Bn, H), (F, CI, Bn, CI), (F, CI, Bn, F), (F, CI, Bn, CF 3 ), (F, CI, Bn, Br), (F, CI, Bn, Me), 
(F, CI, 4-F-Bn, H), (F, CI, 4-F-Bn, CI), (F, CI, 4-F-Bn, F), (F, CI, 4-F-Bn, CF 3 ), (F, CI, 
4-F-Bn, Br), (F, CI, 4-F-Bn, Me), (F, CI, 2-Py, H), (F, CI, 2-Py, CI), (F, CI, 2-Py, F), (F, 
CI, 2-Py, CF 3 ), (F, CI, 2-Py, Br), (F, CI, 2-Py, Me), (F, CI, 3-Py, H), (F, CI, 3-Py, CI), 
(F, CI, 3-Py, F), (F, CI, 3-Py, CF 3 ), (F, CI, 3-Py, Br), (F, CI, 3-Py, Me), (F, CI, 4-Py, H), 
(F, CI, 4-Py, CI), (F, CI, 4-Py, F), (F, CI, 4-Py, CF 3 ), (F, CI, 4-Py, Br), (F, CI, 4-Py, 
Me), (F, CI, 2-Th, H), (F, CI, 2-Th, CI), (F, CI, 2-Th, F), (F, CI, 2-Th, CF 3 ), (F, CI, 2- 
Th, Br), (F, CI, 2-Th, Me), (F, CI, 3-Th, H), (F, CI, 3-Th, CI), (F, CI, 3-Th, F), (F, CI, 
3-Th, CF 3 ), (F, CI, 3-Th, Br), (F, CI, 3-Th, Me), (F, CI, Pyrazol-2-yl, H), (F, CI, 
Pyrazol-2-yl, CI), (F, CI, Pyrazol-2-yl, F), (F, CI, Pyrazol-2-yl, CF 3 ), (F, CI, Pyrazol- 
2-yl, Br), (F, Gl, Pyrazol-2-yl, Me), (F, CI, Pyrazol-3-yl, H), (F, CI, Pyrazol-3-yl, CI), 
(F, CI, Pyrazol-3-yl, F), (F, CI, Pyrazol-3-yl, CF 3 ), (F, CI, Pyrazol-3-yl, Br), (F, CI, 
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Pyrazol-3-yl, Me), (F, CI, pyrimidin-2-yl, H), (F, CI, pyrimidin-2-yl, CI), (F, CI, 
pyrimidin-2-yl, F), (F, CI, pyrimidin-2-yl, CF 3 ), (F, CI, pyrimidin-2-yl, Br), (F, CI, 
pyrimidin-2-yl, Me), (F, CI, pyrimidin-4-yl, H), (F, CI, pyrimidin-4-yl, CI), (F, CI, 
pyrimidin-4-yl, F), (F, CI, pyrimidin-4-yl, CF 3 ), (F, CI, pyrimidin-4-yl, Br), (F, CI, 
pyrimidin-4-yl, Me), (F, CI, pyrimidin-5-yl, H), (F, CI, pyrimidin-5-yl, CI), (F, CI, 
pyrimidin-5-yl, F), (F, CI, pyrimidin-5-yl, CF 3 ), (F, CI, pyrimidin-5-yl, Br), (F, CI, 
pyrimidin-5-yl, Me), (F, CI, HOOCCH 2 CH 2 CH 2 , H), (F, CI, HOOCCH 2 CH 2 CH 2 , CI), (F, 
CI, HOOCCH 2 CH 2 CH 2 , F), (F, CI, HOOCCH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOOCCH 2 CH 2 CH 2> 
Br), (F, CI, HOOCCH 2 CH 2 CH 2 , Me), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2) Br), (F, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, CI, MeOCH 2 , H), (F, CI, MeOCH 2 , CI), (F, 
CI, MeOCH 2 , F), (F, CI, MeOCH 2 , CF 3 ), (F, CI, MeOCH 2 , Br), (F, CI, MeOCH 2 , Me), (F, 
CI, EtOCH 2 , H), (F, CI, EtOCH 2 , CI), (F, CI, EtOCH 2 , F), (F, CI, EtOCH 2 , CF 3 ), (F, CI, 
EtOCH 2 , Br), (F, CI, EtOCH 2 , Me), (F, CI, EtOCH 2 CH 2 , H), (F, CI, EtOCH 2 CH 2 , CI), (F, 
CI, EtOCH 2 CH 2 , F), (F, CI, EtOCH 2 CH 2 , CF 3 ), (F, CI, EtOCH 2 CH 2 , Br), (F, CI, 
EtOCH 2 CH 2 , Me), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , H), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (F, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (F, CI, MeOCH 2 CH 2 , 
H), (F, CI, MeOCH 2 CH 2 , CI), (F, CI, MeOCH 2 CH 2 , F), (F, CI, MeOCH 2 CH 2 , CF 3 ), (F, 
CI, MeOCH 2 CH 2 , Br), (F, CI, MeOCH 2 CH 2 , Me), (F, CI, HOCH 2 , H), (F, CI, HOCH 2 , 
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CI), (F, CI, HOCH 2 , F), (F, CI, HOCH 2 , CF 3 ), (F, CI, HOCH 2 , Br), (F, CI, HOCH 2 , Me), 
(F, CI, HOCH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 , Br), (F, CI, HOCH 2 CH 2 , Me), (F, CI, 
HOCH 2 CH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 , Br), (F, CI, HOCH 2 CH 2 CH 2 , Me), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 , H), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , F), 
(F, CI, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , H), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , F), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (F, CI, HOCH 2 CH 2 OCH 2 CH 2 , Br), (F, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (F, CI, (Me) 2 N, H), (F, CI, (Me) 2 N, CI), (F, CI, (Me) 2 N, F), 
(F, CI, (Me) 2 N, CF 3 ), (F, CI, (Me) 2 N, Br), (F, CI, (Me) 2 N, Me), (F, CI, piperidin-4-yl- 
methyl, H), (F, CI, piperidin-4-yl-methy], CI), (F, CI, piperidin-4-yl-methyl, F), (F, CI, 
piperidin-4-yl-methyl, CF 3 ), (F, CI, piperidin-4-yl-methyl, Br), (F, CI, piperidin-4-yl- 
methyl, Me), (F, CI, cyclohexylmethyl, H), (F, C], cyclohexylmethyl, CI), (F, CI, 
cyclohexylmethyl, F), (F, CI, cyclohexylmethyl, CF 3 ), (F, CI, cyclohexylmethyl, Br), (F, 
CI, cyclohexylmethyl, Me), (Me, H, H, H), (Me, H, H, CI), (Me, H, H, F), (Me, H, H, 
CF 3 ), (Me, H, H, Br), (Me, H, H, Me), (Me, H, F, H), (Me, H, F, CI), (Me, H, F, F), (Me, 
H, F, CF 3 ), (Me, H, F, Br), (Me, H, F, Me), (Me, H, CI, H), (Me, H, CI, CI), (Me, H, CI, 
F), (Me, H, CI, CF 3 ), (Me, H, CI, Br), (Me, H, CI, Me), (Me, H, Me, H), (Me, H, Me, CI), 
(Me, H, Me, F), (Me, H, Me, CF 3 ), (Me, H, Me, Br), (Me, H, Me, Me), (Me, H, Et, H), 
(Me, H, Et, CI), (Me, H, Et, F), (Me, H, Et, CF 3 ), (Me, H, Et, Br), (Me, H, Et, Me), (Me, 
H, n-Pr, H), (Me, H, n-Pr, CI), (Me, H, n-Pr, F), (Me, H, D-Pr, CF 3 ), (Me, H, n-Pr, Br), 
(Me, H, n-Pr, Me), (Me, H, c-Pr, H), (Me, H, c-Pr, CI), (Me, H, c-Pr, F), (Me, H, c-Pr, 
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CF 3 ), (Me, H, c-Pr, Br), (Me, H, c-Pr, Me), (Me, H, i-Pr, H), (Me, H, i-Pr, CI), (Me, H, 
i-Pr, F), (Me, H, i-Pr, CF 3 ), (Me, H, i-Pr, Br), (Me, H, i-Pr, Me), (Me, H, n-Bu, H), (Me, 
H, n-Bu, CI), (Me, H, n-Bu, F), (Me, H, n-Bu, CF 3 ), (Me, H, n-Bu, Br), (Me, H, n-Bu, 
Me), (Me, H, i-Bu, H), (Me, H, i-Bu, CI), (Me, H, i-Bu, F), (Me, H, i-Bu, CF 3 ), (Me, H, 
i-Bu, Br), (Me, H, i-Bu, Me), (Me, H, sec-Bu, H), (Me, H, sec-Bu, CI), (Me, H, sec-Bu, 
F), (Me, H, sec-Bu, CF 3 ), (Me, H, sec-Bu, Br), (Me, H, sec-Bu, Me), (Me, H, n-Pen, H), 
(Me, H, n-Pen, CI), (Me, H, n-Pen, F), (Me, H, n-Pen, CF 3 ), (Me, H, u-Pen, Br), (Me, H, 
n-Pen, Me), (Me, H, c-Pen, H), (Me, H, c-Pen, CI), (Me, H, c-Pen, F), (Me, H, c-Pen, 
CF 3 ), (Me, H, c-Pen, Br), (Me, H, c-Pen, Me), (Me, H, n-Hex, H), (Me, H, n-Hex, CI), 
(Me, H, n-Hex, F), (Me, H, n-Hex, CF 3 ), (Me, H, n-Hex, Br), (Me, H, n-Hex, Me), (Me, 
H, c-Hex, H), (Me, H, c-Hex, CI), (Me, H, c-Hex, F), (Me, H, c-Hex, CF 3 ), (Me, H, c- 
Hex, Br), (Me, H, c-Hex, Me), (Me, H, OH, H), (Me, H, OH, CI), (Me, H, OH, F), (Me, 
H, OH, CF 3 ), (Me, H, OH, Br), (Me, H, OH, Me), (Me, H, MeO, H), (Me, H, MeO, CI), 
(Me, H, MeO, F), (Me, H, MeO, CF 3 ), (Me, H, MeO, Br), (Me, H, MeO, Me), (Me, H, 
EtO, H), (Me, H, EtO, CI), (Me, H, EtO, F), (Me, H, EtO, CF 3 ), (Me, H, EtO, Br), (Me, 
H, EtO, Me), (Me, H, n-PrO, H), (Me, H, n-PrO, CI), (Me, H, n-PrO, F), (Me, H, n-PrO, 
CF 3 ), (Me, H, n-PrO, Br), (Me, H, n-PrO, Me), (Me, H, PhO, H), (Me, H, PhO, CI), (Me, 
H, PhO, F), (Me, H, PhO, CF 3 ), (Me, H, PhO, Br), (Me, H, PhO, Me), (Me, H, BnO, H), 
(Me, H, BnO, CI), (Me, H, BnO, F), (Me, H, BnO, CF 3 ), (Me, H, BnO, Br), (Me, H, BnO, 
Me), (Me, H, PhCH 2 CH 2 0, H), (Me, H, PhCH 2 CH 2 0, CI), (Me, H, PhCH 2 CH 2 0, F), (Me, 
H, PhCH 2 CH 2 0, CF 3 ), (Me, H, PhCH 2 CH 2 0, Br), (Me, H, PhCH 2 CH 2 0, Me), (Me, H, 
CF 3 , H), (Me, H, CF 3 , CI), (Me, H, CF 3 , F), (Me, H, CF 3 , CF 3 ), (Me, H, CF 3 , Br), (Me, H, 
CF 3 , Me), (Me, H, CF 3 0, H), (Me, H, CF 3 0, CI), (Me, H, CF 3 0, F), (Me, H, CF 3 0, CF 3 ), 
(Me, H, CF 3 0, Br), (Me, H, CF 3 0, Me), (Me, H, Ph, H), (Me, H, Ph, CI), (Me, H, Ph, F), 
(Me, H, Ph, CF 3 ), (Me, H, Ph, Br), (Me, H, Ph, Me), (Me, H, 4-F-Ph, H), (Me, H, 4-F- 
Ph, CI), (Me, H, 4-F-Ph, F), (Me, H, 4-F-Ph, CF 3 ), (Me, H, 4-F-Ph, Br), (Me, H, 4-F-Ph, 
Me), (Me, H, 4-CF 3 -Ph, H), (Me, H, 4-CF 3 -Ph, CI), (Me, H, 4-CF 3 -Ph, F), (Me, H, 4- 
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CF 3 -Ph, CF 3 ), (Me, H, 4-CF 3 -Ph, Br), (Me, H, 4-CF 3 -Ph, Me), (Me, H, 4-(Me) 2 N-Ph, H), 
(Me, H, 4-(Me) 2 N-Ph, CI), (Me, H, 4-(Me) 2 N-Ph, F), (Me, H, 4-(Me) 2 N-Ph, CF 3 ), (Me, 
H, 4-(Me) 2 N-Ph, Br), (Me, H, 4-(Me) 2 N-Ph, Me), (Me, H, 4-OH-Ph, H), (Me, H, 4-OH- 
Ph, CI), (Me, H, 4-OH-Ph, F), (Me, H, 4-OH-Ph, CF 3 ), (Me, H, 4-OH-Ph, Br), (Me, H, 
4-OH-Ph, Me), (Me, H, 3,4-di-F-Ph, H), (Me, H, 3,4-di-F-Ph, CI), (Me, H, 3,4-di-F-Ph, 
F), (Me, H, 3,4-di-F-Ph, CF 3 ), (Me, H, 3,4-di-F-Ph, Br), (Me, H, 3,4-di-F-Ph, Me), (Me, 
H, 4-COOH-Ph, H), (Me, H, 4-COOH-Ph, CI), (Me, H, 4-COOH-Ph, F), (Me, H, 4- 
COOH-Ph, CF 3 ), (Me, H, 4-COOH-Ph, Br), (Me, H, 4-COOH-Ph, Me), (Me, H, Bn, H), 
(Me, H, Bn, CI), (Me, H, Bn, F), (Me, H, Bn, CF 3 ), (Me, H, Bn, Br), (Me, H, Bn, Me), 
(Me, H, 4-F-Bn, H), (Me, H, 4-F-Bn, CI), (Me, H, 4-F-Bn, F), (Me, H, 4-F-Bn, CF 3 ), 
(Me, H, 4-F-Bn, Br), (Me, H, 4-F-Bn, Me), (Me, H, 2-Py, H), (Me, H, 2-Py, CI), (Me, H, 

2- Py, F), (Me, H, 2-Py, CF 3 ), (Me, H, 2-Py, Br), (Me, H, 2-Py, Me), (Me, H, 3-Py, H), 
(Me, H, 3-Py, CI), (Me, H, 3-Py, F), (Me, H, 3-Py, CF 3 ), (Me, H, 3-Py, Br), (Me, H, 3- 
Py, Me), (Me, H, 4-Py, H), (Me, H, 4-Py, CI), (Me, H, 4-Py, F), (Me, H, 4-Py, CF 3 ), 
(Me, H, 4-Py, Br), (Me, H, 4-Py, Me), (Me, H, 2-Th, H), (Me, H, 2-Th, CI), (Me, H, 2- 
Th, F), (Me, H, 2-Th, CF 3 ), (Me, H, 2-Th, Br), (Me, H, 2-Th, Me), (Me, H, 3-Th, H), 
(Me, H, 3-Th, CI), (Me, H, 3-Th, F), (Me, H, 3-Th, CF 3 ), (Me, H, 3-Th, Br), (Me, H, 

3- Th, Me), (Me, H, Pyrazol-2-yl, H), (Me, H, Pyrazol-2-yl, CI), (Me, H, Pyrazol-2-yl, 
F), (Me, H, Pyrazol-2-yl, CF 3 ), (Me, H, Pyrazol-2-yl, Br), (Me, H, Pyrazol-2-yl, Me), 
(Me, H, Pyrazol-3-yl, H), (Me, H, Pyrazol-3-yl, CI), (Me, H, Pyrazol-3-yl, F), (Me, H, 
Pyrazol-3-yl, CF 3 ), (Me, H, Pyrazol-3-yl, Br), (Me, H, Pyrazol-3-yl, Me), (Me, H, 
pyrimidin-2-yl, H), (Me, H, pyrimidin-2-yl, CI), (Me, H, pyrimidin-2-yl, F), (Me, H, 
pyrimidin-2-yl, CF 3 ), (Me, H, pyrimidin-2-yl, Br), (Me, H, pyrimidin-2-yl, Me), (Me, H, 
pyrimidin-4-yl, H), (Me, H, pyrimidin-4-yl, CI), (Me, H, pyrimidin-4-yl, F), (Me, H, 
pyrimidin-4-yl, CF 3 ), (Me, H, pyrimidin-4-yl, Br), (Me, H, pyrimidin-4-yl, Me), (Me, H, 
pyrimidin-5-yl, H), (Me, H, pyrimidin-5-yl, CI), (Me, H, pyrimidin-5-yl, F), (Me, H, . 
pyrimidin-5-yI, CF 3 ), (Me, H, pyrimidin-5-yl, Br), (Me, H, pyrimidin-5-yl, Me), (Me, H, 
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HOOCCH 2 CH 2 CH 2 , H), (Me, H, HOOCCH z CH 2 CH 2) CI), (Me, H, HOOCCH 2 CH 2 CH 2 , F), 
(Me, H, HOOCCH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOOCCH 2 CH 2 CH 2 , Br), (Me, H, 
HOOCCH 2 CH 2 CH 2) Me), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , CI), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, 
H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), 
(Me, H, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, H, MeOCH 2 , H), (Me, H, MeOCH 2 , 
Cl), (Me, H, MeOCH 2 , F), (Me, H, MeOCH 2 , CF 3 ), (Me, H, MeOCH 2 , Br), (Me, H, 
MeOCH 2 , Me), (Me, H, EtOCH 2 , H), (Me, H, EtOCH 2 , Cl), (Me, H, EtOCH 2 , F), (Me, H, 
EtOCH 2 , CF 3 ), (Me, H, EtOCH 2 , Br), (Me, H, EtOCH 2 , Me), (Me, H, EtOCH 2 CH 2 , H), 
(Me, H, EtOCH 2 CH 2 , Cl), (Me, H, EtOCH 2 CH 2 , F), (Me, H, EtOCH 2 CH 2 , CF 3 ), (Me, H, 
EtOCH 2 CH 2 , Br), (Me, H, EtOCH 2 CH 2 , Me), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , H), (Me, 
H, MeOCH 2 CH 2 OCH 2 CH 2 , Cl), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, H, MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, H, 
MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, H, MeOCH 2 CH 2 , H), (Me, H, MeOCH 2 CH 2 , Cl), (Me, 
H, MeOCH 2 CH 2 , F), (Me, H, MeOCH 2 CH 2 , CF 3 ), (Me, H, MeOCH 2 CH 2 , Br), (Me, H, 
MeOCH 2 CH 2 , Me), (Me, H, HOCH 2 , H), (Me, H, HOCH 2 , Cl), (Me, H, HOCH 2 , F), (Me, 
H, HOCH 2 , CF 3 ), (Me, H, HOCH 2 , Br), (Me, H, HOCH 2 , Me), (Me, H, HOCH 2 CH 2 , H), 
(Me, H, HOCH 2 CH 2 , Cl), (Me, H, HOCH 2 CH 2 , F), (Me, H, HOCH 2 CH 2 , CF 3 ), (Me, H, 
HOCH 2 CH 2 , Br), (Me, H, HOCH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 CH 2 , Cl), (Me, H, HOCH 2 CH 2 CH 2 , F), (Me, H, HOCH 2 CH 2 CH 2 , CF 3 ), (Me, 
H, HOCH 2 CH 2 CH 2 , Br), (Me, H, HOCH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , H), 
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(Me, H, HOCH 2 CH 2 CH 2 CH 2) CI), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, H, HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, H, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, H, (Me) 2 N, H), (Me, H, (Me) 2 N, CI), (Me, H, (Me) 2 N, 
F), (Me, H, (Me) 2 N, CF 3 ), (Me, H, (Me) 2 N, Br), (Me, H, (Me) 2 N, Me), (Me, H, 
piperidin-4-yl-methyl, H), (Me, H, piperidin-4-yl-methyl, CI), (Me, H, piperidin-4-yl- 
methyl, F), (Me, H, piperidin-4-yl-methyl, CF 3 ), (Me, H, piperidin-4-yl-methyl, Br), 
(Me, H, piperidin-4-yl-methyl, Me), (Me, H, cyclohexylmethyl, H), (Me, H, 
cyclohexylmethyl, CI), (Me, H, cyclohexylmethyl, F), (Me, H, cyclohexylmethyl, CF 3 ), 
(Me, H, cyclohexylmethyl, Br), (Me, H, cyclohexylmethyl, Me), (Me, F, H, H), (Me, F, 
H, CI), (Me, F, H, F), (Me, F, H, CF 3 ), (Me, F, H, Br), (Me, F, H, Me), (Me, F, F, H), 
(Me, F, F, CI), (Me, F, F, F), (Me, F, F, CF 3 ), (Me, F, F, Br), (Me, F, F, Me), (Me, F, CI, 
H), (Me, F, CI, CI), (Me, F, CI, F), (Me, F, CI, CF 3 ), (Me, F, CI, Br), (Me, F, CI, Me), 
(Me, F, Me, H), (Me, F, Me, CI), (Me, F, Me, F), (Me, F, Me, CF 3 ), (Me, F, Me, Br), 
(Me, F, Me, Me), (Me, F, Et, H), (Me, F, Et, CI), (Me, F, Et, F), (Me, F, Et, CF 3 ), (Me, 
F, Et, Br), (Me, F, Et, Me), (Me, F, n-Pr, H), (Me, F, n-Pr, CI), (Me, F, n-Pr, F), (Me, F, 
n-Pr, CF 3 ), (Me, F, n-Pr, Br), (Me, F, n-Pr, Me), (Me, F, c-Pr, H), (Me, F, c-Pr, CI), (Me, 
F, c-Pr, F), (Me, F, c-Pr, CF 3 ), (Me, F, c-Pr, Br), (Me, F ; c-Pr, Me), (Me, F, i-Pr, H), 
(Me, F, i-Pr, CI), (Me, F, i-Pr, F), (Me, F, i-Pr, CF 3 ), (Me, F, i-Pr, Br), (Me, F, i-Pr, • 
Me), (Me, F, n-Bu, H), (Me, F, n-Bu, CI), (Me, F, n-Bu, F), (Me, F, n-Bu, CF 3 ), (Me, F, 
n-Bu, Br), (Me, F, n-Bu, Me), (Me, F, i-Bu, H), (Me, F, i-Bu, CI), (Me, F, i-Bu, F), (Me, 
F, i-Bu, CF 3 ), (Me, F, i-Bu, Br), (Me, F, i-Bu, Me), (Me, F, sec-Bu, H), (Me, F, sec-Bu, 
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CI), (Me, F, sec-Bu, F), (Me, F, sec-Bu, CF 3 ), (Me, F, sec-Bu, Br), (Me, F, sec-Bu, Me), 
(Me, F, n-Pen, H), (Me, F, n-Pen, CI), (Me, F, n-Pen, F), (Me, F, n-Pen, CF 3 ), (Me, F, 
n-Pen, Br), (Me, F, n-Pen, Me), (Me, F, c-Pen, H), (Me, F, c-Pen, CI), (Me, F, c-Pen, F), 
(Me, F, c-Pen, CF 3 ), (Me, F, c-Pen, Br), (Me, F, c-Pen, Me), (Me, F, n-Hex, H), (Me, F, 
n-Hex, CI), (Me, F, n-Hex, F), (Me, F, n-Hex, CF 3 ), (Me, F, n-Hex, Br), (Me, F, n-Hex, 
Me), (Me, F, c-Hex, H), (Me, F, c-Hex, CI), (Me, F, c-Hex, F), (Me, F, c-Hex, CF 3 ), 
(Me, F, c-Hex, Br), (Me, F, c-Hex, Me), (Me, F, OH, H), (Me, F, OH, CI), (Me, F, OH, 
F), (Me, F, OH, CF 3 ), (Me, F, OH, Br), (Me, F, OH, Me), (Me, F, MeO, H), (Me, F, 
MeO, CI), (Me, F, MeO, F), (Me, F, MeO, CF 3 ), (Me, F, MeO, Br), (Me, F, MeO, Me), 
(Me, F, EtO, H), (Me, F, EtO, CI), (Me, F, EtO, F), (Me, F, EtO, CF 3 ), (Me, F, EtO, Br), 
(Me, F, EtO, Me), (Me, F, n-PrO, H), (Me, F, n-PrO, CI), (Me, F, n-PrO, F), (Me, F, n- 
PrO, CF 3 ), (Me, F, n-PrO, Br), (Me, F, n-PrO, Me), (Me, F, PhO, H), (Me, F, PhO, CI), 
(Me, F, PhO, F), (Me, F, PhO, CF 3 ), (Me, F, PhO, Br), (Me, F, PhO, Me), (Me, F, BnO, 
H), (Me, F, BnO, CI), (Me, F, BnO, F), (Me, F, BnO, CF 3 ), (Me, F, BnO, Br), (Me, F, 
BnO, Me), (Me, F, PhCH 2 CH 2 0, H), (Me, F, PhCH 2 CH 2 0, CI), (Me, F, PhCH 2 CH 2 0, F), 
(Me, F, PhCH 2 CH 2 0, CF 3 ), (Me, F, PhCH 2 CH 2 0, Br), (Me, F, PhCH 2 CH 2 0, Me), (Me, F, 
CF 3 , H), (Me, F, CF 3) CI), (Me, F, CF 3) F), (Me, F, CF 3) CF 3 ), (Me, F, CF 3 , Br), (Me, F, 
CF 3 , Me), (Me, F, CF 3 0, H), (Me, F, CF 3 0, CI), (Me, F, CF 3 0, F), (Me, F, CF 3 0, CF 3 ), 
(Me, F, CF 3 0, Br), (Me, F, CF 3 0, Me), (Me, F, Ph, H), (Me, F, Ph, CI), (Me, F, Ph, F), 
(Me, F, Ph, CF 3 ), (Me, F, Ph, Br), (Me, F, Ph, Me), (Me, F, 4-F-Ph, H), (Me, F, 4-F-Ph, 
CI), (Me, F, 4-F-Ph, F), (Me, F, 4-F-Ph, CF 3 ), (Me, F, 4-F-Ph, Br), (Me, F, 4-F-Ph, Me), 
(Me, F, 4-CF 3 -Ph, H), (Me, F, 4-CF 3 -Ph, CI), (Me, F, 4-CF 3 -Ph, F), (Me, F, 4-CF 3 -Ph, 
CF 3 ), (Me, F, 4-CF 3 -Ph, Br), (Me, F, 4-CF 3 -Ph, Me), (Me, F, 4-(Me) 2 N-Ph, H), (Me, F, 
4-(Me) 2 N-Ph, CI), (Me, F, 4-(Me) 2 N-Ph, F), (Me, F, 4-(Me) 2 N-Ph, CF 3 ), (Me, F, 4- 
(Me) 2 N-Ph, Br), (Me, F, 4-(Me) 2 N-Ph, Me), (Me, F, 4-OH-Ph, H), (Me, F, 4-OH-Ph, CI), 
(Me, F, 4-OH-Ph, F), (Me, F, 4-OH-Ph, CF 3 ), (Me, F, 4-OH-Ph, Br), (Me, F, 4-OH-Ph, 
Me), (Me, F, 3,4-di-F-Ph, H), (Me, F, 3,4-di-F-Ph, CI), (Me, F, 3,4-di-F-Ph, F), (Me, F, 
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3,4-di-F-Ph, CF 3 ), (Me, F, 3,4-di-F-Ph, Br), (Me, F, 3,4-di-F-Ph, Me), (Me, F, 4- 
COOH-Ph, H), (Me, F, 4-COOH-Ph, CI), (Me, F, 4-COOH-Ph, F), (Me, F, 4-COOH-Ph, 
CF 3 ), (Me, F, 4-COOH-Ph, Br), (Me, F, 4-COOH-Ph, Me), (Me, F, Bn, H), (Me, F, Bn, 
CI), (Me, F, Bn, F), (Me, F, Bn, CF 3 ), (Me, F, Bn, Br), (Me, F, Bn, Me), (Me, F, 4-F-Bn, 
H), (Me, F, 4-F-Bn, CI), (Me, F, 4-F-Bn, F), (Me, F, 4-F-Bn, CF 3 ), (Me, F, 4-F-Bn, Br), 
(Me, F, 4-F-Bn, Me), (Me, F, 2-Py, H), (Me, F, 2-Py, CI), (Me, F, 2-Py, F), (Me, F, 2- 
Py, CF 3 ), (Me, F, 2-Py, Br), (Me, F, 2-Py, Me), (Me, F, 3-Py, H), (Me, F, 3-Py, CI), (Me, 
F, 3-Py, F), (Me, F, 3-Py, CF 3 ), (Me, F, 3-Py, Br), (Me, F, 3-Py, Me), (Me, F, 4-Py, H), 
(Me, F, 4-Py, CI), (Me, F, 4-Py, F), (Me, F, 4-Py, CF 3 ), (Me, F, 4-Py, Br), (Me, F, 4-Py, 
Me), (Me, F, 2-Th, H), (Me, F, 2-Th, CI), (Me, F, 2-Th, F), (Me, F, 2-Th, CF 3 ), (Me, F, 
2-Th, Br), (Me, F, 2-Th, Me), (Me, F, 3-Th, H), (Me, F, 3-Th, CI), (Me, F, 3-Th, F), 
(Me, F, 3-Th, CF 3 ), (Me, F, 3-Th, Br), (Me, F, 3-Th, Me), (Me, F, Pyrazol-2-yl, H), (Me, 
F, Pyrazol-2-yl, CI), (Me, F, Pyrazol-2-yl, F), (Me, F, Pyrazol-2-yl, CF 3 ), (Me, F, 
Pyrazol-2-yl, Br), (Me, F, Pyrazol-2-yl, Me), (Me, F, Pyrazol-3-yl, H), (Me, F, 
Pyrazol-3-yl, CI), (Me, F, Pyrazol-3-yl, F), (Me, F, Pyrazol-3-yl, CF 3 ), (Me, F, 
Pyrazol-3-yl, Br), (Me, F, Pyrazol-3-yl, Me), (Me, F, pyrimidin-2-yl, H), (Me, F, 
pyrimidin-2-yl, CI), (Me, F, pyrimidin-2-yl, F), (Me, F, pyrimidin-2-yl, CF 3 ), (Me, F, 
pyrimidin-2-yl, Br), (Me, F, pyrimidin-2-yl, Me), (Me, F, pyrimidin-4-yl, H), (Me, F, 
pyrimidin-4-yl, CI), (Me, F, pyrimidin-4-yl, F), (Me, F, pyrimidin-4-yl, CF 3 ), (Me, F, 
pyrimidin-4-yl, Br), (Me, F, pyrimidin-4-y], Me), (Me, F, pyrimidin-5-yl, H), (Me, F, 
pyrimidin-5-yl, CI), (Me, F, pyrimidin-5-yl, F), (Me, F, pyrimidin-5-yl, CF 3 ), (Me, F, 
pyrimidin-5-y], Br), (Me, F, pyrimidin-5-y], Me), (Me, F, HOOCCH 2 CH 2 CH 2 , H), (Me, 
F, HOOCCH 2 CH 2 CH 2 , CI), (Me, F, HOOCCH 2 CH 2 CH 2 , F), (Me, F, HOOCCH 2 CH 2 CH 2 , 
CF 3 ), (Me, F, HOOCCH 2 CH 2 CH 2 , Br), (Me, F, HOOCCH 2 CH 2 CH 2 , Me), (Me, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, F, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, 
F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, F, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), 
(Me, F, MeOCH 2 , H), (Me, F, MeOCH 2 , CI), (Me, F, MeOCH 2 , F), (Me, F, MeOCH 2 , 
CF 3 ), (Me, F, MeOCH 2> Br), (Me, F, MeOCH 2 , Me), (Me, F, EtOCH 2 , H), (Me, F, 
EtOCH 2 , CI), (Me, F, EtOCH 2 , F), (Me, F, EtOCH 2 , CF 3 ), (Me, F, EtOCH 2 , Br), (Me, F, 
EtOCH 2 , Me), (Me, F, EtOCH 2 CH 2 , H), (Me, F, EtOCH 2 CH 2 , CI), (Me, F, EtOCH 2 CH 2 , 
F), (Me, F, EtOCH 2 CH 2 , CF 3 ), (Me, F, EtOCH 2 CH 2 , Br), (Me, F, EtOCH 2 CH 2 , Me), (Me, 
F, MeOCH 2 CH 2 OCH 2 CH 2 , H), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, F, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, F, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, F, MeOCH 2 CH 2 , 
H), (Me, F, MeOCH 2 CH 2 , CI), (Me, F, MeOCH 2 CH 2 , F), (Me, F, MeOCH 2 CH 2 , CF 3 ), 
(Me, F, MeOCH 2 CH 2 , Br), (Me, F, MeOCH 2 CH 2 , Me), (Me, F, HOCH 2 , H), (Me, F, 
HOCH 2 , CI), (Me, F, HOCH 2 , F), (Me, F, HOCH 2 , CF 3 ), (Me, F, HOCH 2 , Br), (Me, F, 
HOCH 2 , Me), (Me, F, HOCH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 , F), 
(Me, F, HOCH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2> Br), (Me, F, HOCH 2 CH 2 , Me), (Me, F, 
HOCH 2 CH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 CH 2 , F), (Me, F, 
HOCH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 , Br), (Me, F, HOCH 2 CH 2 CH 2 , Me), (Me, 
F, HOCH 2 CH 2 CH 2 CH 2 , H), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , CI), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 , F), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , 
Br), (Me, F, HOCH 2 CH 2 CH 2 CH 2 , Me), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, F, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, F, 
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HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, F, 
HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, F, HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, F, 
HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, F, (Me) 2 N, H), (Me, F, (Me) 2 N, CI), (Me, F, (Me) 2 N, 
F), (Me, F, (Me) 2 N, CF 3 ), (Me, F, (Me) 2 N, Br), (Me, F, (Me) 2 N, Me), (Me, F, 
piperidin-4-yl-methyl, H), (Me, F, piperidin-4-yl-methyl, CI), (Me, F, piperidin-4-yl- 
methyl, F), (Me, F, piperidin-4-yl-methyl, CF 3 ), (Me, F, piperidin-4-yl-methyl, Br), 
(Me, F, piperidin-4-yl-methyl, Me), (Me, F, cyclohexylmethyl, H), (Me, F, 
cyclohexylmethyl, CI), (Me, F, cyclohexylmethyl, F), (Me, F, cyclohexylmethyl, CF 3 ), 
(Me, F, cyclohexylmethyl, Br), (Me, F, cyclohexylmethyl, Me), (Me, CI, H, H), (Me, CI, 
H, CI), (Me, CI, H, F), (Me, CI, H, CF 3 ), (Me, CI, H, Br), (Me, CI, H, Me), (Me, CI, F, 
H), (Me, CI, F, CI), (Me, CI, F, F), (Me, CI, F, CF 3 ), (Me, CI, F, Br), (Me, CI, F, Me), 
(Me, CI, CI, H), (Me, CI, CI, CI), (Me, CI, CI, F), (Me, CI, CI, CF 3 ), (Me, CI, CI, Br), 
(Me, CI, CI, Me), (Me, CI, Me, H), (Me, CI, Me, CI), (Me, CI, Me, F), (Me, CI, Me, 
CF 3 ), (Me, CI, Me, Br), (Me, CI, Me, Me), (Me, CI, Et, H), (Me, CI, Et, CI), (Me, CI, Et, 
F), (Me, CI, Et, CF 3 ), (Me, CI, Et, Br), (Me, CI, Et, Me), (Me, CI, n-Pr, H), (Me, CI, n- 
Pr, CI), (Me, CI, n-Pr, F), (Me, CI, n-Pr, CF 3 ), (Me, CI, n-Pr, Br), (Me, CI, n-Pr, Me), 
(Me, CI, c-Pr, H), (Me, CI, c-Pr, CI), (Me, CI, c-Pr, F), (Me, CI, c-Pr, CF 3 ), (Me, CI, 
c-Pr, Br), (Me, CI, c-Pr, Me), (Me, CI, i-Pr, H), (Me, CI, i-Pr, CI), (Me, CI, i-Pr, F), 
(Me, CI, i-Pr, CF 3 ), (Me, CI, i-Pr, Br), (Me, CI, i-Pr, Me), (Me, CI, n-Bu, H), (Me, CI, 
n-Bu, CI), (Me, CI, n-Bu, F), (Me, CI, n-Bu, CF 3 ), (Me, CI, n-Bu, Br), (Me, CI, n-Bu, 
Me), (Me, CI, i-Bu, H), (Me, CI, i-Bu, CI), (Me, CI, i-Bu, F), (Me, CI, i-Bu, CF 3 ), (Me, 
CI, i-Bu, Br), (Me, CI, i-Bu, Me), (Me, CI, sec-Bu, H), (Me, CI, sec-Bu, CI), (Me, CI, 
sec-Bu, F), (Me, CI, sec-Bu, CF 3 ), (Me, CI, sec-Bu, Br), (Me, CI, sec-Bu, Me), (Me, CI, 
n-Pen, H), (Me, CI, n-Pen, CI), (Me, CI, n-Pen, F), (Me, CI, n-Pen, CF 3 ), (Me, CI, n-Pen, 
Br), (Me, CI, n-Pen, Me), (Me, CI, c-Pen, H), (Me, CI, c-Pen, CI), (Me, CI, c-Pen, F), 
(Me, CI, c-Pen, CF 3 ), (Me, CI, c-Pen, Br), (Me, CI, c-Pen, Me), (Me, CI, n-Hex, H), (Me, 
CI, n-Hex, CI), (Me, CI, n-Hex, F), (Me, CI, n-Hex, CF 3 ), (Me, CI, n-Hex, Br), (Me, CI, 
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n-Hex, Me), (Me, CI, c-Hex, H), (Me, CI, c-Hex, CI), (Me, CI, c-Hex, F), (Me, CI, c- 
Hex, CF 3 ), (Me, CI, c-Hex, Br), (Me, CI, c-Hex, Me), (Me, CI, OH, H), (Me, CI, OH, 
CI), (Me, CI, OH, F), (Me, CI, OH, CF 3 ), (Me, CI, OH, Br), (Me, CI, OH, Me), (Me, CI, 
MeO, H), (Me, CI, MeO, CI), (Me, CI, MeO, F), (Me, CI, MeO, CF 3 ), (Me, CI, MeO, Br), 
(Me, CI, MeO, Me), (Me, CI, EtO, H), (Me, CI, EtO, CI), (Me, CI, EtO, F), (Me, CI, EtO, 
CF 3 ), (Me, CI, EtO, Br), (Me, CI, EtO, Me), (Me, CI, n-PrO, H), (Me, CI, n-PrO, CI), 
(Me, CI, n-PrO, F), (Me, CI, n-PrO, CF 3 ), (Me, CI, n-PrO, Br), (Me, CI, n-PrO, Me), 
(Me, CI, PhO, H), (Me, CI, PhO, CI), (Me, CI, PhO, F), (Me, CI, PhO, CF 3 ), (Me, CI, 
PhO, Br), (Me, CI, PhO, Me), (Me, CI, BnO, H), (Me, CI, BnO, CI), (Me, CI, BnO, F), 
(Me, CI, BnO, CF 3 ), (Me, CI, BnO, Br), (Me, CI, BnO, Me), (Me, CI, PhCH 2 CH 2 0, H), 
(Me, CI, PhCH 2 CH 2 0, CI), (Me, CI, PhCH 2 CH 2 0, F), (Me, CI, PhCH 2 CH 2 0, CF 3 ), (Me, 
CI, PhCH 2 CH 2 0, Br), (Me, CI, PhCH 2 CH 2 0, Me), (Me, CI, CF 3 , H), (Me, CI, CF 3 , CI), 
(Me, CI, CF 3 , F), (Me, CI, CF 3 , CF 3 ), (Me, CI, CF 3 , Br), (Me, CI, CF 3 , Me), (Me, CI, 
CF 3 0, H), (Me, CI, CF 3 0, CI), (Me, CI, CF 3 0, F), (Me, CI, CF 3 0, CF 3 ), (Me, CI, CF 3 0, 
Br), (Me, CI, CF 3 0, Me), (Me, CI, Ph, H), (Me, CI, Ph, CI), (Me, CI, Ph, F), (Me, CI, Ph, 
CF 3 ), (Me, CI, Ph, Br), (Me, CI, Ph, Me), (Me, CI, 4-F-Ph, H), (Me, CI, 4-F-Ph, CI), 
(Me, CI, 4-F-Ph, F), (Me, CI, 4-F-Ph, CF 3 ), (Me, CI, 4-F-Ph, Br), (Me, CI, 4-F-Ph, Me), 
(Me, CI, 4-CF 3 -Ph, H), (Me, CI, 4-CF 3 -Ph, CI), (Me, CI, 4-CF 3 -Ph, F), (Me, CI, 4-CF 3 - 
Ph, CF 3 ), (Me, CI, 4-CF 3 -Ph, Br), (Me, CI, 4-CF 3 -Ph, Me), (Me, CI, 4-(Me) 2 N-Ph, H), 
(Me, CI, 4-(Me) 2 N-Ph, CI), (Me, CI, 4-(Me) 2 N-Ph, F), (Me, CI, 4-(Me) 2 N-Ph, CF 3 ), (Me, 
CI, 4-(Me) 2 N-Ph, Br), (Me, CI, 4-(Me) 2 N-Ph, Me), (Me, CI, 4-OH-Ph, H), (Me, CI, 4- 
OH-Ph, CI), (Me, CI, 4-OH-Ph, F), (Me, CI, 4-OH-Ph, CF 3 ), (Me, CI, 4-OH-Ph, Br), 
(Me, CI, 4-OH-Ph, Me), (Me, CI, 3,4-di-F-Ph, H), (Me, CI, 3,4-di-F-Ph, CI), (Me, CI, 
3,4-di-F-Ph, F), (Me, CI, 3,4-di-F-Ph, CF 3 ), (Me, CI, 3,4-di-F-Ph, Br), (Me, CI, 3,4-di- 
F-Ph, Me), (Me, CI, 4-COOH-Ph, H), (Me, CI, 4-COOH-Ph, CI), (Me, CI, 4-COOH-Ph, 
F), (Me, CI, 4-COOH-Ph, CF 3 ), (Me, CI, 4-COOH-Ph, Br), (Me, CI, 4-COOH-Ph, Me), 
(Me, CI, Bn, H), (Me, CI, Bn, CI), (Me, CI, Bn, F), (Me, CI, Bn, CF 3 ), (Me, CI, Bn, Br), 
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(Me, CI, Bn, Me), (Me, CI, 4-F-Bn, H), (Me, CI, 4-F-Bn, CI), (Me, CI, 4-F-Bn, F), (Me, 
CI, 4-F-Bn, CF 3 ), (Me, CI, 4-F-Bn, Br), (Me, CI, 4-F-Bn, Me), (Me, CI, 2-Py, H), (Me, 
CI, 2-Py, CI), (Me, CI, 2-Py, F), (Me, CI, 2-Py, CF 3 ), (Me, CI, 2-Py, Br), (Me, CI, 2-Py, 
Me), (Me, CI, 3-Py, H), (Me, CI, 3-Py, CI), (Me, CI, 3-Py, F), (Me, CI, 3-Py, CF 3 ), (Me, 
CI, 3-Py, Br), (Me, CI, 3-Py, Me), (Me, CI, 4-Py, H), (Me, CI, 4-Py, CI), (Me, CI, 4-Py, 
F), (Me, CI, 4-Py, CF 3 ), (Me, CI, 4-Py, Br), (Me, CI, 4-Py, Me), (Me, CI, 2-Th, H), (Me, 
CI, 2-Th, CI), (Me, CI, 2-Th, F), (Me, CI, 2-Th, CF 3 ), (Me, CI, 2-Th, Br), (Me, Cl, 2-Th, 
Me), (Me, Cl, 3-Th, H), (Me, Cl, 3-Th, Cl), (Me, Cl, 3-Th, F), (Me, Cl, 3-Th, CF 3 ), (Me, 
Cl, 3-Th, Br), (Me, Cl, 3-Th, Me), (Me, Cl, Pyrazol-2-yl, H), (Me, Cl, Pyrazol-2-yl, Cl), 
(Me, Cl, Pyrazol-2-yl, F), (Me, Cl, Pyrazol-2-yl, CF 3 ), (Me, Cl, Pyrazol-2-yl, Br), (Me, 
Cl, Pyrazol-2-yl, Me), (Me, Cl, Pyrazol-3-yl, H), (Me, Cl, Pyrazol-3-yl, Cl), (Me, Cl, 
Pyrazol-3-yl, F), (Me, Cl, Pyrazol-3-yl, CF 3 ), (Me, Cl, Pyrazol-3-yl, Br), (Me, Cl, 
Pyrazol-3-yl, Me), (Me, Cl, pyrimidin-2-yl, H), (Me, Cl, pyrimidin-2-yl, Cl), (Me, Cl, 
pyrimidin-2-yl, F), (Me, Cl, pyrimidin-2-yl, CF 3 ), (Me, Cl, pyrimidin-2-yl, Br), (Me, Cl, 
pyrimidin-2-yl, Me), (Me, Cl, pyrimidin-4-yl, H), (Me, Cl, pyrimidin-4-yl, Cl), (Me, Cl, 
pyrimidin-4-yl, F), (Me, Cl, pyrimidin-4-yl, CF 3 ), (Me, Cl, pyrimidin-4-yl, Br), (Me, Cl, 
pyrimidin-4-yl, Me), (Me, Cl, pyrimidin-5-yl, H), (Me, Cl, pyrimidin-5-yl, Cl), (Me, Cl, 
pyrimidin-5-yl, F), (Me, Cl, pyrimidin-5-yl, CF 3 ), (Me, Cl, pyrimidin-5-yl, Br), (Me, Cl, 
pyrimidin-5-yl, Me), (Me, Cl, HOOCCH 2 CH 2 CH 2 , H), (Me, Cl, HOOCCH 2 CH 2 CH 2 , Cl), 
(Me, Cl, HOOCCH 2 CH 2 CH 2 , F), (Me, Cl, HOOCCH 2 CH 2 CH 2 , CF 3 ), (Me, Cl, 
HOOCCH 2 CH 2 CH 2 , Br), (Me, Cl, HOOCCH 2 CH 2 CH 2 , Me), (Me, Cl, 
HOOCCH 2 CH 2 CH 2 CH 2 , H), (Me, Cl, HOOCCH 2 CH 2 CH 2 CH 2 , Cl), (Me, Cl, 
HOOCCH 2 CH 2 CH 2 CH 2 , F), (Me, Cl, HOOCCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, Cl, 
HOOCCH 2 CH 2 CH 2 CH 2 , Br), (Me, Cl, HOOCCH 2 CH 2 CH 2 CH 2 , Me), (Me, Cl, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , H), (Me, Cl, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Cl), (Me, Cl, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , F), (Me, Cl, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, Cl, 
(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Br), (Me, Cl, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 , Me), (Me, Cl, 
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(Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2> CI), (Me, 
CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2> F), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), 
(Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, (Me) 2 NCOCH 2 CH 2 CH 2 CH 2 CH 2 , 
Me), (Me, CI, MeOCH 2 , H), (Me, CI, MeOCH 2 , CI), (Me, CI, MeOCH 2 , F), (Me, CI, 
MeOCH 2 , CF 3 ), (Me, CI, MeOCH 2 , Br), (Me, CI, MeOCH 2 , Me), (Me, CI, EtOCH 2 , H), 
(Me, CI, EtOCH 2 , CI), (Me, CI, EtOCH 2 , F), (Me, CI, EtOCH 2 , CF 3 ), (Me, CI, EtOCH 2 , 
Br), (Me, CI, EtOCH 2 , Me), (Me, CI, EtOCH 2 CH 2 , H), (Me, CI, EtOCH 2 CH 2 , CI), (Me, 
CI, EtOCH 2 CH 2 , F), (Me, CI, EtOCH 2 CH 2 , CF 3 ), (Me, CI, EtOCH 2 CH 2 , Br), (Me, CI, 
EtOCH 2 CH 2 , Me), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , H), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , 
CI), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , F), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, CI, 
MeOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, CI, MeOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, CI, 
MeOCH 2 CH 2> H), (Me, CI, MeOCH 2 CH 2 , CI), (Me, CI, MeOCH 2 CH 2 , F), (Me, CI, 
MeOCH 2 CH 2 , CF 3 ), (Me, CI, MeOCH 2 CH 2 , Br), (Me, CI, MeOCH 2 CH 2 , Me), (Me, CI, 
HOCH 2 , H), (Me, CI, HOCH 2 , CI), (Me, CI, HOCH 2 , F), (Me, CI, HOCH 2 , CF 3 ), (Me, CI, 
HOCH 2 , Br), (Me, CI, HOCH 2 , Me), (Me, CI, HOCH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 , CI), 
(Me, CI, HOCH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 , CF 3 ), (Me, CI, HOCH 2 CH 2 , Br), (Me, CI, 
HOCH 2 CH 2 , Me), (Me, CI, HOCH 2 CH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 CH 2) F), (Me, CI, HOCH 2 CH 2 CH 2 , CF 3 ), (Me, CI, HOCH 2 CH 2 CH 2 , Br), (Me, 
CI, HOCH 2 CH 2 CH 2 , Me), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , H), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , 
CF 3 ), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 CH 2 CH 2) Me), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , CF 3 ), (Me, CI, 
HOCH 2 CH 2 CH 2 CH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 CH 2 CH 2 CH 2 , Me), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , H), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , CI), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , F), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , CF 3 ), (Me, CI, 
HOCH 2 CH 2 OCH 2 CH 2 , Br), (Me, CI, HOCH 2 CH 2 OCH 2 CH 2 , Me), (Me, CI, (Me) 2 N, H), 
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(Me, CI, (Me) 2 N, CI), (Me, CI, (Me) 2 N, F), (Me, CI, (Me) 2 N, CF 3 ), (Me, CI, (Me) 2 N, Br), 
(Me, CI, (Me) 2 N, Me), (Me, CI, piperidin-4-yl-methyl, H), (Me, CI, piperidin-4-yl- 
methyl, CI), (Me, CI, piperidin-4-yl-methyl, F), (Me, CI, piperidin-4-yl-methyl, CF 3 ), 
(Me, CI, piperidin-4-yI-methyl, Br), (Me, Gl, piperidin-4-yl-methyl, Me), (Me, CI, 
cyclohexylmethyl, H), (Me, CI, cyclohexylmethyl, CI), (Me, CI, cyclohexylmethyl, F), 
(Me, CI, cyclohexylmethyl, CF 3 ), (Me, CI, cyclohexylmethyl, Br), (Me, CI, 
cyclohexylmethyl, Me) 

mwiM i h d >^^i^> (tpo) o^mtmm. 

tfTPOS, R&D Systems ft <fc DBf A Lfco 

mWiM2 TPO 

2Mb£-^0 TPO g^ffcj&^gfffi^ 3U>^60J. Cell. Physiol., 137: 293-298 
(1988)fc RBtt £ tlX m t X t h TPO g^&jffc? £ BaF-B03 MM fc * 

ALT#5£Lfc, TPO«#tt»Jia«BaF/hTPOR*ffl^-cai^bfco hD>## 
^>§^ft&3-FTr3Mfi?©iSSI2?iJtt,H:J>£© Proc. Natl. Acad. Sci. 
89:5640-5644 (1992) CSBttS tlTU * „ **»«TJ** BaF-B03 «|JSfc tt TPO ft 
JE& & b & 1^ o 10%WEHI-3 igU^&MLfc RPMI ^M^XUmt^tc B AF/hTPOR 
80118 & PBS f 1 @ife#^WHEHI-3 mmWi^mia iT^ft^ RPMI ig*fc£ SIS U 
96^-7^ * D 71/ — r CSB1B8& 5xl0V> iMCftSi 5 Cti It, sMb-fi-'ftfe 
TPO SMLfc 5%C0 2 #ISTT- 37-C, 20 BSRBJgf* fflll&ig 
M4H]£t£HT*& & WST-1 t£H§ (SSItl) SSft 4 450nm ©fftJR 

ZfflfcLtzo ED so a& t h TP0©^«*j6«Ftt*w , f'fb^«©*flf J: I, ^ 
ft-?ftCD-fb-&t)CDED 50 fii£Sl 1 4tilfe, 
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m i 4 



No. 


EDso 
(MM) 


No. 


EDbo 
(KM) 


No. 


EDso 


No. 


EDbo 
(ixM) 


A-l 


0.040 


A-21 


0.208 


B-18 


0.072 


C-5 


0.880 


A-2 


0.376 


A-22 


0.190 


B-19 


0.048 


C-6 


' 1.71 


A-3 


0.965 


B-l 


0.069 


B-20 


0.068 


C-7 


5.67 


A-4 


0.148 


B-2 


0.214 


B-21 


0.060 


C-8 


Ifi fi 


A-5 


0.165 


B-3 


0.219 


B-22 


0.064 


D-l 




A-6 


0.210 


B-4 


0.110 


B-23 


0.045 


D-2 




A-7 


0.250 


B-5 


0.056 


B-24 


0.053 






A-8 


2.284 


B-6 


0.066 


B-25 


0.038 


D-4 


0.25 


A-9 


0.306 


B-7 


0.280 


B-26 


0.025 


D-5 


0.21 


A-10 


0.141 


B-8 


0.120 


B-27 


0.024 


D-6 


2.54 


A-ll 


0.552 


B-9 


0.0281 


B-28 


0.023 


D-7 


0.045 


A-12 


0.214 


B-10 


0.048 


B-29 


0.049 


D-8 


1.93 


A-13 


0.270 


B-ll 


0.066 


B-30 


0.142 


D-9 


0.054 


A-14 


0.230 


B-12 


0.074 


B-31 


0.104 


E-l 


16.52 


A- 15 


0.240 


B-13 


0.342 


B-32 


0.096 


E-2 


0.960 


A-16 


0.230 


B-14 


0.042 


C-l 


0.595 


E-3 


0.120 


A-17 


0.023 


B-15 


0.059 


C-2 


0.071 






A-18 


0.043 


B-16 


0.098 


C-3 


0.995 






A-20 


i:580 


B-17 


0.146 


C-4 


0.567 
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m.mm 1 

i&fr A ( I ) 10mg 

Si If 700 mg 

3 — ^ 274 mg 

HPC-L 16 mg 

1000 mg 

. * (I) •C**>*n*-fl3-&KlfcA«[ * 6 0^ y^iCii^CIt. 

1 2 0 ^ y S^a(0i5^Clto itl?.* YijB^»CTl^t4, A 

MtHPc-L (iftttflet Fn + s/T'Dif^-b^D-^) zk«f.«**ini/, * 

M (WUffibjitt ?LgO. 5~lmm) Ufc©fc, ^It§<, n^titz 

&mmm*mm&z^ (i2/eo^y^a) T?$&iiufim£!i£#3o 

M0I2 



S (I) 10 m g 

%M 79 mg 

3 — >^^— =$■ 10 mg 

;f7'J >Bvy*S/»A 1 mg 

100 mg 



Vil^UKTS^ti, 1 O^fC 1 0 0 mgS 5*«Hf 7 ^ > # ;v 
S!SS!|0!I3 
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l&fr A (I) Tf&fcSnSfc-S-* 15 mg 

?L?S 90 mg 

3 — 42 mg 

HPC-L 3 mg 

5 150 mg 

5$ ( I ) T?*to3-n*fl3** % 6 0^ y $'a.0.&*Vkfc»'f o 3->* 

; 1 2 0 * y uizmto znt>%M&L, I^*i:HPC-L 

m g £ 4 WHf 7 5=- > * r -fe ;i/ E « f £ o 
10 M$|4 

js8# 5£ ( I ) -cmt>$ti2>4b-£r® 10 mg 

51 $t 90 mg 

aei-t;i/D-X 30 mg 

15 CMC-Na 15 mg 

XT? V >M^yZi"> & 5 mg 

150 mg 

5£ (I) T**fc$n^'fb^-^s IL*N «*gft-fe;i/D-;* % CMC-Na 
^^->^^;i/-fe;i/D-^ l-YVt>k^) £ 6 o ^ y ^©-k^^csi u M-g- 

*&jSfiTU 1 5 0 mgOftffl&ft So 
M#l 5 • 

a (I) T-3lfc>£ft.Mbi^ lOOrng 

25 mmmmmv y * y f looomi 
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mm±®mm*im& 

m >h m ifc © m n & # *> st m m m © m m % tc & ^ b& m t h x % m £ m t g l m % z t 
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if *©®H 

1 . -IS 55 ( I ) : 

X 1 — Y 1 — Z 1 (I) 

YM±-NR A CO- (CR C R D ) 0 -2~x -NR A CO- (CH 2 ) 0 - 2 -V- N 
-NR A CO-CR°=CR D -s -V- (CH 2 ) !_ 5 -NR A CO- (CH 2 ) 

10 -V- (CH a ) t _ 6 -CONR A - (CH 2 ) 0 _ 2 -, — C 0 N R A — 

(CH 2 ) o-2 ~N - (CH a ) 0 -2-NR A -SO 2 - (CH 2 ) 0 _ 2 - N - (C 
H 2 ) o-2-SO z -NR A - (CH 2 ) 0 _ a -, — N R A — (CH 2 ) 0 _,- x - 
NR A — CO — NR A — N — NR A — C S — N R A — N -N = C ( — S R A ) -NR 
A n -NR A CSNR A CO- N - N= C ( — S R A ) -NR A CO- N — N R A 

15 - (CH 2 ) i- 2 -NR A -CO-, - N R A C O N R A N R B C 0 - v £ & 14 - N 
= C ( — NR A R A ) — N R A C 0 — (5S4»> R A & * ti-PnSftS: bt*li? $ 
felifi»7A*;i/ ; R B tt7j<^M? ^:li7x_;i/ ; R c 43«};^R D l±^ti^n3f4 

20 Six-ri^r* i^ffiar/i/^/K nt «fc v>te&r ;i/^r-;V, 
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5 3 . X'tfiS: 

R 3 ' R 2 




^£;ft£fiT-&3ii*©lSBJg 1 sua*© h d >fixf>§gft 

R s 

5. Y'tf-NHCO-, -CONH-, -NHCH 2 -, -NHCO-CH = 
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7 . 



Z 1 : 




8 . Z'W: 



[5£*x A 2 S|* AVB 2 si^ti?naiii; LT»&SI¥AA>£SIiR$fta 1 w± 
: C 5 - C 7 ^ P7^A>, C 5 - C 7 S/* D7*;i/-{r> N ^>-fc*>3§, 

n}± 0 ~ 4 ©gf& ; 
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9. Z l tt- (CH 2 ) n C0R 4 (5fc«K n&&VR i \±m#<D®®m8m£® 
tB£3R£2 : 1-7 9- fry ytFDt7f^ rh7k FDt7f iK -f >#*_;K 

io io. M'bmm&mfflM-e&zm&vmmm i^~jg9£©^T*ia»fcfB«5© 

Jg 9 ^ © ^ f ft * K 13 «j © fc#4fe ® o 

1 3 . (II) : 

X 2 -Y 2 — Z 2 (II) 

[55 X 2 &g&£ftT^Tfc 5fi^DT U-;i/g;fc«fim£ftTV^ 
20 Ji V> « U ; 

Y 2 li-NR A C0- ( C R c R D ) 0 _ a - x — N R A C 0 — (CH 2 ) 0 _ 2 -V-, 
-NR A C0-CR c =CR D -, -V- (CH 2 ) 1 . 5 -NR A C0- (CH 2 ) 
0-2 -s -V- (CH 2 ) i-s-CONRA- (CH 2 ) 0 - 2 -> — C 0 N R A — 
(CH 2 ) o-2-x - (CH a ) o_ 2 -NR A -S0 2 - (CH 2 ) 0 _ 2 - v - (C 
25 H 2 ) 0 _ 2 -SO 2 -NR A - (CH 2 ) „_ 2 -, — N R A — (CH 2 ) 0 _ 2 -, - 
NR A — CO— NR A — N — NR A — CS— NR A — s -N=C ( — S R A ) -NR 
A - s — NR A CSNR A C0— N -N = C (-SR A ) -NR A C0- s -NR A 
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- ( C H a ) i-2-NR A -CO-, — NR A CONR A NR B C 0 — N $ £ & - N 
= C ( — NR A R A ) — N R A C 0 — R A te%tl?:tl&iLLT7kmm*$. 

Sits 7kmm^, ^n^>, gm^ftT^T cfc^Mr;]/*;K S^^tiT 



10 «B»$ftTV>Tfc«fcl^S>' ; Vt4»*JS?$fetiSKj|®^) .; 



15 SSS: C5-C7i/^D7;VA>^ C 5 - C 7 5/ ^ O T )V >T > , > Hf VB& N 

* i Affile ^sfitis s mnm=?% {.<izmmm**mft^ nei± 

nli0~4Olt; 

20 sue c — ) \*mG®&&$itc&0 : &&*&t>t) \, 

tzti U B 3 3S#3grt£MJS?£;£-r3IS&tt, - (CH 2 ) n C ( = 0) R*tt 
1 4 . X 2 #:£ : 



Z 2 &5£ : 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 



This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. [x] Cairns Nos.: 12, 26 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 12 and 26 pertain to methods for treatment of the human body by therapy 
and thus relate to a subject matter which this International Searching 
Authority is not required, under the provisions of Article 17(2) (a) (i) of 
the PCT and Rule 39.1(iv) of the Regulations under the PCT, to search. 

2. [x] ClaimsNos.: 1-11, 13-18, 22-25 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Q ClaimsNos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 
(See extra sheet.) 



1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. Q<] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest Q^j The additional search fees were accompanied by the applicant's protest. 

| | No protest accompanied the payment of additional search fees. 



Form PCT/ISA/210 (continuation of first sheet (1)) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 

PCT/JP02/00546 



Continuation of Box No. II of continuation of first sheet (1) 

(1) The technical feature of the inventions as set forth in claims 
1 to 11 resides in using compounds represented by the formula (I) X 1 -Y 1 -Z 1 
as drugs, while the technical feature of the inventions as set forth 
in claims 13 to 25 resides in compounds represented by the formula (II) 
X 2 -Y 2 -Z 2 and using these compounds as drugs. Therefore, the inventions 
as set forth in. claims 1 to 11 and the inventions as set forth in claims 
13 to 25 have no special technical feature in common. 

Such being the case, the inventions as set forth in claims 1 to 11 
and 13 to 25 fail to satisfy the requirement of unity of invention. 

(2) Although the technical feature of the inventions as set forth 
in claims 1 to 11 resides in using compounds represented by the formula 
(I) X 1 -Y 1 -Z 1 as drugs, X 1 , Y 1 and Z 1 are all variable and it cannot be 
recognized that the selections of X 1 , Y 1 and Z 1 are groups having a common 
structure or a common characteristic. Therefore, the inventions as set 
forth in claims 1 to 11 cannot be understood as inventions relating to 
medicinal compositions containing a certain group of chemicals. 

Such being the case, the inventions as set forth in claims 1 to 11 
fail to satisfy the requirement of unity of invention. 

(3) Although the technical feature of the inventions as set forth 
in claims 13 to 25 resides in compounds represented by the formula (II) 
X 2 -Y 2 -Z 2 and using these compounds as drugs, X 2 , Y 2 and Z 2 are all variable 
and it cannot be recognized that the selections of X 2 , Y 2 and Z 2 are groups 
having a common structure or a common characteristic. Therefore, the 
inventions as set forth in claims 13 to 25 cannot be understood as 
inventions relating to medicinal compositions containing a certain group 
of chemicals. 

Such being the case, the inventions as set forth in claims 13 to 18 
and 22 to 25 fail to satisfy the requirement of unity of invention. 

-Continuation of Box No. 1-2 of continua tion of first sheet (1) 

As stated in the above (2) and (3) , it cannot be recognized that the 
technical features of the inventions as set forth in claims 1 to 11, 
13 to 18 and 22 to 25 are sufficiently specified. Concerning the 
compounds represented by the formulae (I) and (II), only parts of the 
compounds respectively involved in broad groups of compounds are 
supported in the description. 

Such being the case, no meaningful international search can be made 
on all of the scopes of the inventions as set forth in the above claims. 

In the present international search report, therefore, compounds 
satisfying the following requirements have been exclusively examined 
among the compounds represented by the formulae (I) and (II) : 

X X (X 2 ) is a 2-thiazolyl group; 

Y X (Y 2 ) is -NHCO-, -CONH- or -NHS0 2 -; and 

Z 1 is a fused ring group. 
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